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ICH eCTD Specification

Introduction
The ICH M4 Expert Working Group has defined the Common Technical Document
(CTD). The ICH M2 Expert Working Group has defined, in the current document, the
specification for the Electronic Common Technical Document (eCTD).  The eCTD is
defined as an interface for industry to Agency transfer of regulatory information while at
the same time taking into consideration the facilitation of the creation, review, lifecycle
management and archival of the electronic submission. The eCTD specification lists the
criteria that will make an electronic submission technically valid. The focus of the
specification is to provide the ability to transfer the Marketing Application electronically
from industry to a regulatory authority. Industry to industry and Agency to Agency
transfer is not addressed.

The specification is divided into main chapters followed by a number of appendices in
which detailed technical specifications are given. It will provide a mechanism whereby
parts of the specification will be updated or adjusted to agreed new technologies or
standards on an independent basis without the necessity of updating it all. This aspect
will be covered in the chapter Change Control.

Background
The specification for the eCTD  is based upon content defined within the CTD issued by
the ICH M4 EWG. The CTD describes the organisation of modules, sections and
documents. The structure and level of detail specified in the CTD has been used as the
b.asis for defining the eCTD structure and content but where necessary, additional details
have been developed within the eCTD specification.

The philosophy of the eCTD is to utilise open standards. Open standards, including
proprietary standards, which through their widespread usage can be considered defacto
standards, are deemed to be acceptable in general.

Scope
The CTD as defined by the M4 EWG does not cover the full submission that is to be
made in a region. It describes only modules 2 to 5, which are common across all regions.
It does not describe the content of module 1 the Regional Administrative Information and
Prescribing Information nor does it describe documents that may be submitted as
amendments or variations to the initial application.

The value of production of a specification for the creation of an electronic submission
based only upon the modules described in the CTD would be limited. It has been
necessary to produce a specification for the eCTD that is applicable to all modules of
initial marketing applications and for other submissions of information throughout the
lifecycle of the product, such as variations and amendments.

This document describes the parts of the Marketing Application that are common to all
regions and some of the lifecycle requirements for products. The parts of the Marketing
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Application that are specific to a region will be covered by regional guidances. However,
the backbone has been developed to handle both the regional and common parts of
submissions.

Requirements
The specification is designed to support high-level functional requirements such as the
following :

l Copy and paste
l Viewing and printing of documents
l Annotation of documentation
l Facilitate the exporting of information to databases
l Searching within and across applications
l Navigation throughout the eCTD and its subsequent amendments/variations

Change Control

INTRODUCTION

The specification for the eCTD is likely to change with time. Factors that will affect the
content of the specification include, but are not limited to:

l Change in the content of the CTD, either through the amendment of information,
at the same level of detail, or by provision of more detailed definition of content
and structure

l Change to the regional requirements for applications that are outside the scope of
the CTD

l Updating of standards that are already in use within the eCTD
l Identification of new standards that provide additional value for the creation

and/or usage of the eCTD
l Identification of new functional requirements
l Experience of use of the eCTD by all parties

The first specification for an eCTD is an ICH M2 Step 4 document. The eCTD
Specification describes how to prepare, submit and archive an electronic submission
using readily available and cost effective tools and formats. The Specification also
includes an appendix for each module of the CTD. Each appendix consists of (or
includes) detailed information for the structure and format to be used in preparing a CTD
module.

It is understood that technology will continue to evolve at a rapid pace. There may also
be changes to the CTD. Information technology capabilities and requirements will also
evolve in the pharmaceutical industry and in the regulatory authorities. The change
control process described in this section allows the eCTD  Specification to be updated to
meet new requirements and to take advantage of technology improvements. Each
appendix should be updated as needed, independent of the remainder of the document.
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PROCESS

The eCTD Specification Change Control Board (CCB) is authorized by the ICH Steering
Committee to make changes to the eCTD Specification to keep pace with advancing
technology. Since the issuance of guidelines is the responsibility of the regulatory
authorities, in line with the standards ICH process, the regulatory authorities are the
voting members of the CCB. Industry representatives from each of the three regions, and
Health Canada as observer, are non-voting members of the change control board. The
position of chair of the CCB rotates on an annual basis among the regulatory authority
members.

The three regulatory authorities represented in the ICH M2 Expert Working Group are
responsible for initiating changes to the eCTD Specification, based on industry or
regulatory input. A change may be proposed by any of the regulatory authorities. A
group or individual, not a member of an ICH regulatory authority, can propose a change
to the specification, including recommendation for experts to be invited, by submitting
the proposal to one of the regional regulatory authorities.

The CCB meets on a regular schedule to discuss, evaluate and agree on proposed changes
to the specification. During these meetings the members of the CCB and other invited
parties evaluate the proposed changes. The decision to accept a change to the eCTD
Specification is made by a unanimous vote of the regulatory authority representatives.

The agreed changes to the specification are published for public comment in each region.
Comments are collected and considered by the CCB and are adopted in modified or
unmodified form or rejected. The updated eCTD Specification is agreed upon and signed
by the three regional regulatory authorities, and is published as required in each region.
The planned implementation date and transition period for each change in each region is
included in the published description of the change. Adopted changes are published on
an annual basis except for emergency changes, e.g. an error in critical metadata, as
defined by the CCB which will be published immediately upon adoption. The CCB will
provide guidance that will indicate how existing submissions and those currently
undergoing late stage-compilation should be updated.

Regulatory authorities will support submissions described by at least two consecutive
versions of the eCTD  Specification. All versions of the specification will be kept by the
regulatory authority as long as needed to process eCTD  submissions that are on file with
a regulatory authority.

The CCB will establish its meeting schedule at the first meeting of the CCB. The first
meeting will be at the same time as the ICH Steering Committee.

PROCEDURE

Change requests should be submitted to a regulatory authority. Change requests received
at least 30 days before a scheduled CCB meeting will be placed on the agenda for that
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meeting. Change requests received less than 30 days before a CCB meeting will be
placed on the agenda for the following meeting.

Change requests should contain as much of the following information as possible:

l A description of the problem that the change is intended to solve.
l The proposed solution(s) - this consists of a description of the solution(s) and the

text of the changes to affected documents.
l A detailed description of any testing or research that was done to support the

solution(s) being proposed.

The CCB will maintain a public list of requests and the status of each request. New
change requests will be posted to the list within 30 days of their receipt.

Approach to Documentation and Use of the eCTD Specification
The approach to the management of the specification for the eCTD is to divide the
documentation into a series of independent but related appendices. This will facilitate the
maintenance of the specification, as it will not require that all documentation be updated
even for a small change to one part of the specification. Each appendix can be updated
independently as and when required, thus being able to more readily support the currency
of the specification as a whole.
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Appendix 1 Overall Architecture

Guiding Design Principles
This paragraph defines the basic principles that drove the design and architecture of the
eCTD. Detailed specifications are defined in appendices 2 and 11.

Business Model
The business process to be supported can be described as follow:

Industry <----a  Message <------> Agency

The business process defines specific requirements for the message.

The primary focus of the eCTD is to provide a data interchange message between the
industry and agencies. The industry initiates the process by creating the initial message
in terms of an electronic CTD. Throughout the lifecycle of this process, additional
information will be submitted to update or modify the information contained in the initial
message e.g. supplement, amendment, variation etc. The agency will submit
acknowledgements, queries and requests to the industry. These are considered simple
messages utilizing electronic mail or other transport formats as defined in appendix 8.
The data interchange message should support this two-way stream and contain sufficient
information to support lifecycle management at both the industry and agency ends.

The overall architecture of the eCTD is designed to provide a commonly agreed upon
message and message structure that imposes minimal restriction to the industry and
agencies.

Modular Structure of the eCTD
The structure of the electronic submission in terms of organization and navigation should
be consistent with the modular structure of the Common Technical Document. The goal
of this design principle is to standardize the electronic format of the common parts of the
eCTD.

XML Based Backbone
The XML Backbone Instance defines the overall structure of the submission. The
purpose of the XML instance is two-fold: (1) to manage meta  data for the entire
submission and each document within the submission and (2) to constitute a
comprehensive table of contents and provide corresponding navigation aids. Meta  data
on submission level includes information about submitting and receiving organization,
manufacturer, publisher, ID and kind of the submission, and related data items.
Examples for meta  data on document level are versioning information, language,
descriptive information such as document names, timestamps, etc. Details are defined in
appendix 11.

The XML instance of any submission should be designed and validated according to the
Document Type Definition (DTD) as defined in appendix 14.
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DTB describes the hierarchical structure according to the CTD as defined by the 
-M4 expert working group. It includes multiple hierarchical levels depending on the 

cific module as defined in the CTD. The actual submission may include more 
archical levels below those defined in the CTD. The XML backbone instance covers 

the entire submission including all hierarchical levels and includes references to each 
individual file. 

he submission should include a style sheet that supports presentation of the X 
instance, navigation according to the table of contents and provides access to all 
documents within the submission. A standard style sheet is defined and provided by the 
ICH-M4 expert working group. Presentation and navigation via other style sheets on the 
receiving side should be possible. 

he physical folder structure of the submission follows the hierarchical structure. Child- 
sections are implemented as folders within parental sections. For modules 2 through 5 
this structure is mandatory at least for the first two levels of the table of contents which 

e called modules and sections. The directory structure below the section level may be 
specified by the applicant. For module 1 (administrative and labeling information) 
regional guidelines for the directory structure may apply. 

he XML instance includes for each document a reference to the physical file within the 
folder structure. The XML instance includes attributes for descriptive names of folders 
and documents. Therefore, the names of directories and files are not required to be 
descriptive or include meta data. Navigation is primarily support via descriptive 
ttributes in the XML backbone instance. 

~~~t~p~~ Regh SlJpport 
he scope of each submission is global according to the Common Technical Document, 

meaning that modules 2 through 5 of a submission are intended for all regions with the 
exception of selected documents (e.g. in the quality module), which will have a regional 
scope. Module 1 of a submission will be regional in nature. 

he DTD as defined by the ICH-M2 expert working group specifies the structure of the 
common parts of the eCTD primarily focussing in module 2 through 5. It allows to link 
to regional DTDs for module 1 which will be defined by the authorities in each region. 

Accordingly, each submission will include files with a global scope and those intended 
for one of more regions only. The applicant may decide to omit region specific files from 
submissions that do not apply to the specific scope. For example, a submission should 
include SAS data sets as required in the United States. Those documents may not be 
included for submissions in Europe and Japan. 

same document may exist in multiple language versions. Even more, a single 
o~ument may include more than one language. The actual language of a document 
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should be specified as a meta data item in the XML instance. If a document includes 
more than one language then there are multiple language related meta data items in the 
XML instance. File names are not required to incfude info~at~on about the language of 
a document. 

he applicant creates a submission that is stored in a focal repository. The applicant 
submits the initial submission to the agency, which imports the submission into another 

cal repository. The nature and kind of the local repositories is not within the scope of 
e eCTD. The initial submission should be self-contained meaning that it in&t&es all 

documents and no references to other submissions. Regional guidance should be 
consulted if references to other submissions are needed. 

Following to the initial submission, the applicant may submit incremental updates such as 
amendments and variations. Updates may refer to documents in the previous 
submissions. Updates should be designed in a way that they can be loaded into the 
repository by fully preserving the initial or previous submission via version controf. The 
XML instance should include meta data identifying the update and providing navigation 
aids to filter for different submission types. 

When a Common Technical Document is submitted electronically, the entire submission 
should be in electronic form with the exception of certain regional forms that currently 
require written signatures. See Appendix 9 for regional requirements. There should be 
no eCTD submissions that consist of a combination of efectronic and paper files. 
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Appendix 2 The eCTD Submission 

This appendix specifies the Information Technology aspect of the eCTD Submission. 
Informally, the eCTI3 Submission is a directory structure with files in several formats 
including the XML backbone and files containing reports, data and other submission 
information. The eCTI.3 Submission supports multilingual and multi-region aspects. 

An eCTD Submission is a collection of data objects that follows the eCTI3 Speci~cation. 
on of the eCTD Submission is data transmission. Information systems 
e created to process the eCTD Submission. The biggest benefits are 

expected when the eCTI.3 Submission is loaded into an information system that supports 
the review process. However, one can view an eCTD Submission with a web browser as 
it is web ready. In the web environment, the eCTI.3 Submission should be consumable as 
is at least in the following ways: 
* Standalone: Viewable with a web browser. 
a Network: Loadable into a web server. 

The eCTD Submission is composed of the following: 
* Directory Structure 
0 Backbone 

The Directory Structure is a structure of directories and files at could be in several 
formats. There should a reasonable maximum number of entries (directories and files) per 
directory. The Directory Structure should follow the rules below. The files could be in 
several formats as specified of below. 

The name of the files and directories are identifiers. They should be s Q&. The file names 
are not intended to convey metadata, though some meaning in the names helps; i.e., no 
random names, Directory or file names should be the same as the element names, or a 
very near approximation according to the rules below. 

Directory names required by the Backbone are fixed. Some of the directories and files are 
be optional, Every directory could contain a directory named sponsor for additional 
directories and/or files not foreseen in this specification. The directories and files and the 
directories sponsor should follow the naming rules. Directory names that are added to 
the eCTD Submission by the sponsor should be descriptive and logical. 
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The Backbone is a valid XML document. It is in the Root Directory. The Root Directory 
should contain at least two files and one or more directories. One of the files in the Root 

irectory is the Backbone and the other is the MD5 checksum of the Backbone. The 
ackbone is the starting file for the processing by an XML processor. 

The intention is to have links from the Backbone to Leaf files in the eCTD Submission as 
opposed to creating a single XML document that contains the entire eCTD Submission. 
The Backbone should contain mostly linking facilities to the Leaves. The Backbone can 
contain other data, such as metadata. 

eClD TempEate 
he eCTI3 Template is an empty directory structure with the 

It is an illustration an eCTl3 Submission and it is ready to be 
data. 

d style sheets. 
th the spoasor 

~ep~e~e~t~t~~~ 
In an eCTD Submission, the same information could be represented in different fashions. 
The aspects considered are: 
* Format: e.g., PDF, XML 
l Language: e.g., English, Japanese 

Note the difference between: 
* Document: it refers to the content, independendy of the representation; e.g., mydoc. 
0 File: it refers to physical storage; e.g., mydoc.pdf. 

Several representations of the same document could be present. For example, the 
document mydac could be present as mydocxmf and mydoc.pdf. 

Source Format is the format of the original document before transfo~ation. For 
example, mydoc.doc is the Source Format of a document produced in Word and 
rnyd~~=~ is a transfo~ation of the document Saved as RTF. ~~fo~ation could be lost 
in transformations. 

Formats should be readable at least for as long as it is needed for the regulatory process. 
This process could be very long; e.g. SO years. is points to neutral formats: formal 
standard, industrial standard, vendor independent, text-like, etc. The format should be 
adapted to the type of data. 

ere could be rules on how to use the different formats. These rules are in the 
appropriate appendicies of this specification. 

The list of accepted formats will be updated as technology evolves and new requirements 
arise. XML will be the preferred format for all types of data. At present, it is 
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recommended to use XML as much as it is reasonably possible; at feast the following 
should be considered: Extensible Stylesheet Language (XSL), Scalable Vector Graphics 
SVG) and Chemical Markup Language (CML). 

The Common Formats that can be included in an eCTD Submission are: 
ortabfe Document Format (PDF) 

* Structured: Extensible Markup Language (XML) 
0 Graphic: Whenever possible, use PDF. When required, use Joint Photographic 

Experts Group (JPEG), Portable Network Graphics (PNG) and Graphics Interchange 
Format (GIF). Special formats for very high resolutions may be needed on a case-by- 
case basis. 

REGIONAL FORMATS 

egufatory authorities and applicants could agree in the use Regional Formats; i.e., non 
Common Formats or uses of the Common Formats in a different way from above. The 
use of Regional Formats is discouraged and the intention is to use as much as possible the 
Common Formats. The intention of the Regional Formats is mostly for transition. 

There are two classes of transitions: 
l Legacy Transition: from the past to the present; i.e., old formats to present formats. 
* Future Transition: from the present to the future; i.e., from present formats to new 

formats. The new formats would normally be candidates for Common Formats. 

Rich Text Format (RTF) and XML (with presentation) have been considered for Regional 
Formats. Regional guidance will specify the Regional Formats, including where in the 
dossier they can be used. 

The (natural> language of the file could be indicated in the following way: 

LanguageCode are two characters code from LSO-639 (LSU-639). 

For example: 
helfu-ert.pdf 
heady-jp.pdf 
~el~u~j~.xrnl 
hauls-jp.xml 
helfo. pdf 

English in PDF 
Japanese in PDF 
Japanese in XML 
Japanese in XML 
PDF (language not indicated) 
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he intention of the language indicators is only to facilitate the creation of file names. It 
is not metadata. The metadata is contained as indicated in the relevant sections of the 
eCTD specification. Tf there is a conflict, the metadata should be folfowed and the 
anguage indicator in the Ele. 

inks among objects in the eCTD Submission should be relative. The intention is to 
make the eCTD Submission self-contained. There could be absolute links to other 
external objects. These would probably be references. 

One can always point to a file. The capacity to point to a specific location within a file 
depends on the linking technology. Different formats aflow for the use of different 
linking technology. The rules on linking technologies are in the appendices of the 
formats. 

The content part of the linking is in the appendix Preparation of the eCTD (appendix f I); 
i.e., from where to where the linking should go. 

Similar to linking technology, presentation is cfosely associated with formats. To 
associate a style sheet with a file usually one has to use a linking technology. The linking 
between style sheet (that could be in a separated file) and a data fife should be relative. In 
addition, there is the dimension of media. One file could have several style sheets; the 
one used depends on the media. For example, there could be one presentation for the 
screen and another for paper. 

Standard eCTD Style Sheets should be developed at least for the most popular formats 
and media. For example, XML used for the screen and for paper. For paper format, XSL 
(with formatting objects) for transformation into PDF should be considered. 

The eCTD Submission should contain checksums for each individual file and one for the 
whole eCTD Submission. Initially, the MD5 Message-Digest Algorithm (MD5) should 
be used for this purpose. Other techniques could be used in the titure. including a 
checksum for each individuaf file provides a number of benefits iacfuding: 

a The integrity of each file can be verified by comparing the checksum submitted 
with the Ble and the computed checksum. 

* The checksum can be used to verify that the file has not been altered in the 
historical archive of the regulatury authority. This is especially useful as the files 
are migrated from one sturage medium to another, as in the case of backup to 
magnetic tape storage. 

+ The checksum can be used as a unique identifier for each file in the submission in 
cases where there is a question between the sponsor and the regulatory authority 
as to which physical file is in an eCTD submission. 



~~e~e~t to file directory ~~~~~~~ 
allow these rules: 

* The rules below for the file and directories take precedence. 
* Ideally, the element and file/directory name should be the same. 
+ Add the corresponding extension to the file. 
* If needed, use a reasonable abbreviation. 

extensitm 
All files should have one and only one file extension; i.e., zero extension is not allowed 
and two or more is not allowed. The file extension should be used to indicate the format 
of the file. For example: 

heflo.pdf 
elbtf 

PDF 
RTF 

Encoded files should have the appropriate extension of the encoding mechanism. As only 
one extension is allowed, the original extension should be transformed. For example, 
hello.pdf’ should become helbpdf.zip. 

The mapping between formats and extensions are: 

css 
html or htm 
xml 
Pd f 
rtf 
xls 
ha 
PVJ 
gif 

Non IANA nomencfature 
57-D dtd 
XPT (SAS) xpt 
XSL xsl 

e eCTD Submission could use formats not registered with the Internet Assigned 
Numbers Authority (IANA). 

e presence of a format in this fist does not imply that it an acceptable format. For 
formats absent from this list, widely used mapping between the formats and the 
extensions should be used. 

Future direction: if a mechanism (e.g*, standard) becomes available that associate the 
formats with file extension, it should be considered for this specification. 
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Name 
Name is a token composed of the following characters: 
0 Letters “a!’ to “2 ” A” to “2” [U+0061 to U+007A, and U-t-004 
* Digits “0” to “9” w-0030 to U+UU39]. 
u “-” ~HYP~E~-~~S, U+-002D]. 
u 11 tt I [LOW LINE, U+UOSF]. 

The rotation “U-t-” refers to the Unicode [UNICODE] notation. 

Correct Names (only the Name without the extension): 
Pat.3 
part-b 

yfile 
hello 

Incorrect Names (only the Name without the extension): 
part a (’ ’ ; SPACE is not allowed) 
rn~i~e~xrn~ (1.1 ; FULL STOP is not allowed) 
hellozpdf (Y ; COLON is not allowed) 

Directory Name is a Name, 

File Name is one Name followed by one Name separated by a 

e Names (with the extension): 

hello.cml 

Incorrect File Names (with the extension): : 
a pakpdf (’ ’ ; SPACE is not allowed) 
hello (missing extension) 
heflo:xm (t? ; COLON is not allowed) 

he maximum length of a Directory Name or a File Name is 256 characters. 

Document Name is the first Name in the File Name. For example, docname in the File 
Name docname.ext. 

aracter encoding (charset) in order of preference are: 
* Unicode UTF-8, Unicode 16 bits [ISO-106463. 
* ISO-8859-l (Latin-f) or appropriate ISO-8859-x; e.g., ISO-8859-7 for Greek. 
* The appropriate SHIFT-JIS. 
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0 Other character encodings. They should be appropriate to the Language and widely 
available. 

[CSSZ] Cascading SbyZe Sheeh, level 2 
h~p:~/~w*w3.org/T~~~-CSSZ 

~~~MAS~ript~ ~~~Scr~~ Langtiage Specification, 3rd edition. ECMA- 262 
t~://w~.e~ma.~~e~mal/STAN~/ECMA-Z62.HTM 

[EXCEL] Microsoft Excel 
~p://~.mi~rosoft.co~of~~e/exce~defau~t.h~ 

[GE] Graphics Interchange Format 
h~://tron~he.~o~computerRgraphics/gif/gi~9a~html 

ML] NTML 4.01 Spec$cation 
h~p://~.w3 .org/T~htm~4 

NA] Internet Assigned Numbers Authority 
http://www.iana.org 

[TMT] Internet Media Types 
h~p://~w.isi.edulin-notesliana/assignments/media-~pes/med~a-~es 

[ISO- 106461 Information Technology -- Universaf Multiple-Octet Coded 
Character Set (UC%) -- Part 1: Architecture and Basic Multilingual 
Plane, fSO/IEG 10646-l : 1993 

[ISO-6391 Codes&w the reprtsentafion of names of fafiguages 
IS0 639:1.988. 

[JPEG] Joint Photographic Experts Group 
h~p://~ww.~peg.org/pub~i~/wg~n~~~~.txt 

[MDS] The &D5 MemagdXgest Alguridm 
h~p://ietf.org/rf~/rf~ 132 I .txt 

[PDF] Portable Doczkment Formad 
ht~://pa~ners.adobe.co~asnldeveloper/te~hnotes.html#pdfspec 
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Appendix 3 Fife Orge~jsetio~ of Module 1 

to meet XML standards for 
element names, uses kwer case 
for cronsistertcy and uses hyphen 
throughout fo avoid repeating 
@M3ds~ da = not a~~~~~s~ts 

attowable l”ile times) construction of the 

I 

Regional Administrative Information module-l 

Module 1 fable of Contents nla 

, 

n/a 33 not appkabie &ems 
in itaks are exampks and 
applicants may me tha 
tetninofogy the require so kmg 
as it adhere to the file naming 
conventicms 
module-1 Foider name only 

n/a Not required in eCTD 

1 

1 
I 

/ 

1 Foider name only means that it is 
just a folder in the hierarchy and not 
a file with content 
j The ‘Table of Contents’ is created 
from the XML. backbone description 
and the stylesheet applied 

Document$ specific to each region ml-b 
(for example, application forms, 

as defined in regional requirements Regional specification as defined in j 
regional requirements 

prescribing information) 
i 
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Appendix 3 FPe ~rga~~~atio~ for Modute 2 

Module 2 Common Technical Document 
Summaries 
Zommon Technical Document Tabie 
3f Contents 

ntroduction 

;luality Overall Summary 

ntroduction 
Irug Substance 

f;eneraf information 
I/fanufacture 
37afactwisdtion 
Zo:ontrol of Drug Substance 
;ieference Standards or Materials 

f~enefaljy mafcttes CTD sactim fitI@, 
but is rest&ted to 32 chat-a&em 
in&ding ‘perimr and 3 character file 

accepfabk R/e types 
understanding the 

hyphen throughout &J avoid repeating 
extension if required - aN lower case 
with underscore ketween words). 

allowable file timesj construcfion of the eCTD) 
‘peribds~ n/a = not applicable 

nh = ROI applicable ftems in 
itaiics are examples and appikants 
may use the temlnology the rer@re 
so long as it adhere to the file 
naming contrentians 

m2-common-technical-document- 
summafies 
n/a 

module-2 

r?Ja 

Folder name only 

Not required in eCTD The ‘Table of Contents’ is 
created from the XML 
backbone deslcription and 

m2-24ntroduction introduction.pdf 
i 
/Single PDF file. In 

the stylesheet applied 

I 
addition regional 
requirements may define 

m2-3-quatity-overall-summary Iquality_overati_summary.pdf 
f RTF also. 
fSingte PDF Me. In 
addition regional Summary may be provided 
requirements may define as a singie PDF document or 
RTF and XLS afso. if th& applicant wishes to 

subdivide the summary into 
constitu.uent parts they may 
choose to do so. if a single 
file, it should have further 
navigation via bookmarks 

m234fltroduction 
71%3-s-drug-substance 

introrfuction-to-qos.pdf 
drug-substance 

i 1 

Fofder name only 
i 

772-3-5-3 -gener&infonnation general-information.pdf 
n2-3-s-2-manufacture manufacture.pdf 
m2-3-~-3-characterisa’rion ~~~r~~@~~~on.pdf 
n2-3-s-4-contrul-~g”~ub~~nce ,contrui-drug_subs~anl;e.pdf 
n2-3-s-5reference-standards-or-materials refarenc~-~Eandards,pdf 

I I 

I I 
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Appendix 3 File ~rga~isat~o~ for Module 2 

L3.P.l 

L3.P.2 
L3.P.3 
!.3.P.4 
!.3.P,5 
!.3.P.6 

I 
Description and Composition of the m2-3-p-1 -description-and-composition-of- description-and-camposition.pdf 
Drug Product the-drug-product 
Pharmaceutical Devebpment jm2-3-p-2pha~a~eutlcal-development pharmaceutical development.pdf 
Manuf&ure 1 m2-3-p&manufacture manufactur@.pdy- 
Control of Excipients fm2-3-p-4-oc3ntrul-of-excipients Gontr0l~excipients.p 
Control of Drug Product m2-3-p-5-corrtroi-of-drug-product contro?_druggroduct.pdf 

1 Reference Standards or Mabrials mZ-3-p~-re~erence-sta~~rds~r-mater~ais reference-standardsqdf 
I i t 1 I 

!.3.P.7 
f.3.P.8 
!.3,A 

/ 

jContainer Closure System 
StabHi& 
Appendices 

t 

im2-3-p-7-~ntairter-closure-system 
lmZ-3-p~6-stab~ii~ 
/m2-3-a-appendices 

i 

container_closure_system.pdf 
stabifity.pdf 

Iappendices 

I 

Folder name only 

L3.A.2 

!.3.A.3 

Adventitious Agents Safety 

!.3.R Regional Information 
/ 

regionalJnformation 
I 

Folder name only 

t.4 
1 
Nonclinical Overview Singie PDF file. fn The Nonclinical Overview 

addition regions1 may be provided as a single 
requirements may define PDF document or if the 
RTF and XtS atso. applioarit wishes to subdivide 

the summary into constituent 
parts they may choose to do 
so. If a single file, it should 
have further navigation via 
bookmarks - 

Overview of the Nonclinical Testing m2-6-ove~iew~of-tbe-non~l~ni~f~testing- ova~~aw-toting-strategy.pdf 
Strategy strategy 

1 Pharmacology 
1 Pharmaccrkinetics 

m%49-pharmacology ~pharrnaGo~~y.pdf 
m2~-3~pharma~k~net~~ 

I Toxicology 
/Integrated 

Im2-4-4-toxicology 
/pharmacokinetics.pdf 
/toxicology.pdf i I 

Overview and ConciusionsIm2-4-5-integratecl-oven/iew-and-conclusio~ 1 integrated-overview.pdf 
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Appendix 3 File Ufganisatb3-1 for Module 2 

addition regional be provided as a single PDF 
requirements may define document or if the applicant 
RTF and XLS afso. wishes to subdivide the 

summary into constituent 
parts they may choose to do 
so. If a single fite, it should 
have fufther navigation via 
bookmarks 

5.1 
5.2 
5.3 

/ I 1 
Product Development Ratkxale lm2-5-1-pr~uct-devefopm~nt-rat~onaie I product-develop_ratjonale.pdf 
Overview of Biopharmaceutics m2-5-2-overview-of-biopha~a~utics overview-biopharm.pdf 

~Uverview of Clinical Pharmacotogy jm2-6-3~v~~ieuat-oirca~-ph~~aco,~y overview-clingharmpdf 

5.4 
5.5 
5.6 
5.7 
6 

6.1 

I t , 1 

j ovetview of Efficacy Im2-5-4-overview-of-efficacy ioverview-efficacy.pdf 
Overview of Safety m2-5-5-overview-of-safety loverview safety,pdf 
Benefiis and Risks Conclusions m2-$-6”benefits-and-risks-eondusions 1 benefits-&ks.pdf 
References m25-7-references jreferences.pdf i 
Noncthicat Written and Tabulated m~-6-~onc~ni~~~w~~en-and-tabuiat~- nonclinical-summa~ Folder name only 

1 Summary summary 
1 introduction j m2-6-l -ir&roduction jtntroduction.pdf f Single PDF file. In I 

addition regional 
requirements may define 
R’FF and XLS also. 

6.2 
I I I 1 I 

Pharmacology Written Summary m2-6-Z-phannacoiogy-wrinen-summary ~ha~a~~-wrjtten-summa~.pdf ISingle PDF file. In /This summary may be 
addition regional provided as a single PDF 
requiremerzts may define document or if the applicant 
RTF and Xl.S atso. wishes to subdivide the 

summary into consistutent 
parts they may choose to do 
so. If a single file, it shoutd 
have further navigation via 
bookmarks 

1 Brief Summary i I 
1 Primary Pharmacody~ami~ m2~6-Z-2-pr~ma~~pha~acudynami~ ~pdrna~~ham~~dy~arni~.pdf 
1 Secondary Pharmacodynamics 
1 Safety Pharmacology 

m2~6~2~3-se~nda~~phar~codynami~ [ se~nda~~ha~a~ynam~~.pdf I 

m28-24lsafefety-pharmacology 
1 Pharma~dynam~c Drug Interactions [ m2-6-2-5-pharmacodynamic~d~g- 

lsafe~~har~co~ogy.pdf I 
1 ~-dug-~~teractions.pdf I 

62.1 
6.2.2 
5.2.3 
6.2.4 

5.2.5 

8.2.6 
6.2.7 

Discussion and Conclusbns 
Tables and Figures 

interactions 
m2-6-2-6-discussion-and-conclusions 
m2-6-2-f-labtes-and-Rgures 

discussion_conclus~,ions.pdf 
tables-figures.pdf 

I 

/Optional organisation for 
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Appendix 3 File Qrganisation for Module 2 

RTF and XLS also. wishes to subdivide the 
summary into consistutent 
parts they may choose to da 
so. tf a single file, it should 
have further navigation via 
bookmarks 

.6.4.? 

.6.4.2 

.6.4.3 
A3.4.4 
.6,4.5 

.6.4.6 

.6.4.7 

I I 
Brief Summary fm2-6-&brief-summary , brief-summary.pdf 

1 Methods of Anaiysis 1 m2-6-4-2-methods-of-analysis methods-analysis.pdf 
Absorption jm2&4-3-absorption absorptian.pdf 
Distribution m2-6-4-4-distribution distribution.pdf 
Metabolism (interspecies m2-6-4~5metabolism metabolismqdf 

pxnpafison) 
1 Excretion n-G?-6-4-6-excretion excretian.pdf 
Pharmamkinetic Drug Interactions mZ-6~“7-pharmac~kineti~drug-j~tera~tions pk-drugjnteraetions.pdf 

X.4.8 
.6.4.9 

Other Pharmacokinetic Studies 
Discussion and Conclusions 

1 I 
m2-648-ether-pharmacokinetic-studies jothergk-studies.pdf 
m2-6-4~g-discussion-and-conclusions discussion-conctusions.pdf 

.6.4.10 

B.5 

.6.6 

Tab& end Figures 

Pharmacokinetics Tabulated 
Summary 

Toxicology Written Summary 

m2-6-4-10-tables-and-Rgures 

m2-6-5-pbarmacokineti~s-tabulated- 
summary 

m2-6-6-written-summary 

tables-figures.pdf 

pha~ki~-tabu~ted-summa~.pdf 

toxicoiogy~writtenSummary.pdf 

Optionaf organisaticm for 
figures and tables 

Single PDF file. In Should have further 
addition regional navigation via bookmarks 
requirements may define 
RTF and X&S afso. 
Single PDF file. In This summary may be 
addition regional provided as a single PDF 
requirements may define document or if the applicant 
RTF and XFS also. wishes to subdivide the 

summary into cot-&&tent 
parts they may choose to do 
so. If a single file, it shautd 
have further navigation via 
bookmarks 
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Appendix 3 Fite arg~~i~tion for Modufe 2 

navigation via bookmarks 
requirements may define 
RTF and XLS atso. 

2.7.1.1 

2.7.1.2 

2.7.1.3 

Associated Analytical Methods associated-anal~~l-m~th~s addition regionat as a single PDF document 0 
requirements may define if the applicant wishes to 
RTF and XLS also. subdivide the summary into 

consistutent parts they may 
choose to do so. If a single 
file, it should have further 

lilackground and Overview m2-7-1-I -background-and-overviriew background-overview.pdf 
I 

Summary of Results of tndividuaf m2-7-1 -Z-summary-of-result-of-individual- rtssults-individual-studies,pdf 
Studias studies 
Comparison and Analyses of Rasufts m2-7-1-3-camparsion-and-anafyses-of- results-across-stu&es.pdf 
Across Studies results-across-studies 
Section 2.7.1 Appendix m2-7-1 -appendix appendix-2-7-‘f ,pdf I IOptionaf organisation for 
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Appendix 3 File ~rga~isat~o~ for Mo~u~e 2 

Background and Overview m2-7-2-I -background-and-overview 

.7.x? 

.7.2.3 

.7.2.4 

Summary of Results of lndividuai m2-7-2-2-summary-su~s~of~jndividua~- 
Studies studies 
Comparison and Analyses of Results m2-7-2-3-comparison-and-anatyses-of- 
Across Studies results-across-studies 
Special Studies m2-7-2-4~special-studies i 
Section 2.7.2 Appendix m2-7-2-appendix 

Summary of Ciinicat Efficacy 

.7.3.5 

.7.3.2 

.7.3,3 

.7.3.3.? 
.7.3.3.2 

.7.3.3.3 

.7.3.4 

.7.3.5 

Background and Overview of CIinicaf m2-7-3-l ~b~kground-and-ove~iew~~- 
Efficacy clinical-effkzcy 

Summary of Results of Individual m2-7-3-Z-summary-of-results-of-individual- 
Studies studies 
Comparison and Analyses of Results mZ-7-3-3-~mpa~son-and-anaiyes~of~ 
Across Studies results-across-studies 
Study Popukations m2-7-3-3-I-study-populations 
Comparison of Ef%acy Results of all m2-7-3-3-2-comparison-of-effIcacpresults- 
Studies of-all-studies 
Comparison of Results in Sub- m2-7-3-3-3-comparison-of-resutts-in-sub- 
Popuiations popuIatiQns 
Analysis of Cfinicat Information m2-7-3-4-analysis-of-cRicaf-informafion- 
Rel@/ant to Dosing relevant~to~osing~r~ommendations 
Recommendations 
Persistence of Ef&acy and/or m2-7-3-Spersistsnce-of-efficacy-and-or- 
Tolerance Effects toterance-effects 
Section 2.7.3. Appendix m2-7-3-appendix 

add&on regional as a single PDF document or 
requiremtsnts may define if the appiicant wishes to 
RTF and XLS also. subdivide the summary into 

lconsistutent parts they may 
j choose to do so. If a single 
file, it should have further 
navigation via bookmarks 

lackground-overview.pdf 

esuts-across_studies.pdf 

special-studJes.pdf 
tppendix-2-7-2,pdf 

;ummafy_cfin-efficacy Folder name only 

Optional org~nisa~~on fur 
figures and tables 
When there is more than one 
drug substance, the name ol 
the drug substance should 
be included in the frie name 

1 (whilst remaining within the 
132 character limit - and 
] therefore may need to be 

>ackground-overview.pdf 

abbreviated appropriately). 

esufts-across-studies.pdf 

;tudyJopulations.pdf 
rffcacy-alI_studies.pdf 
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Appendix 3 File ~r~anisat~o~ fear Module 2 

addjtian regional as a single PDF dmxmmt a 
requirements may define if the applicant wishes to 
RTF and XLS also. subdivide the summary into 

consistutent parts they may 
choose to do so (but without 
the extension), If a single Me 
it shoutd have furfher 
navigation via bookmarks 

1 Exposure to the Drug 
.- 

jUverall Safety Evaluation Plan and 
jm2-74-1 -exposure-to-the-drug exposure-to-urug.pdf 
fm2-7-4-l-l-overall-safety-evaluation-plan- 

I i 
safe~~tan_nanatives.pdf 

2.7.4.1.2 
2.7.4.1.3 

Narratives of Safety Studies and-narratives-of-safet5a-studies 
Overall Extent of Exposure m2-7-4-1-2-overall-extent-of-exposure extent-expasure.pdf 
Demographic and Other m2-‘34l-3demographic-and-other- demograph-charaGter.pdf 
Characteristics of Study Population chara~terisi~cs-of-study-population 

2.7.4.2.1.2 
2.7.4.2.1.3 

/Analysis of Adverse Events 
1 Common Adverse Events 
Deaths 
Other Serious Adverse Events 

I I 
m2-7-4”2-adverse-events E 
m2-7-4”2-?-analysis-of-adverse-events fanalysis-adverse-events.pdf 

common-adverse-events.pdf 
1 

m2-7-4-2-I -&deaths deaths.pdf 
m2-7-4-2-I-3-ether-serious-adverse-events serious-adverse events.pdf 

I I I 
Other Significant Adverse Events m2-7-4-2-I-4-other-significant-adverse- significant-adverse-events.pdf 

1 events 
Analysis of Adverse Events &y Organ fm2-7-4-2-1-5analysis-of-adverse-even~-byiorgan-system_syndrome.pdf 
System or Syndrome organ-system-or-syndrome 

2.7.4.2.2 

2.7.4.5 

Narratives m2-7-4-2-2-narratives narratives.pdf PDF table with hyperlinks These narratives should 
to narratives in Module 5 already be located in the 

Cfiniml Study Reports in 
Madufe 5 and should not, 
therefore, be repeated in 
Module 2. it is sufl’cient to 
provide hyperlinks to the ‘. 

Ciinicat Laboratory Evaluations m2-7-4”3-clinicat-laboratary-evaluations clin_tab_evaluations.pdf 
Vital Signs, Physical Findings, and mZ-7~-4-v~tal”signs-phy~ical-~ndings-and” observ-related to safety.pdf . . 
Other Observations Related to ‘other-observations-reiated-to-safety 
Safety 
Safety in Special Groups and m2-7-4-5-safety-in-special-groups-and- special-groups-$itctations”pdf 

Page 8 



Appendix 3 File Qrganisation for Modufe 2 

CTD Numbering Scheme CTD Section me &TO WI3 Element Name Folder & File Names File vrgarrisatian j comment for Applicant 
2.7.4.5.5 Over&se jm2-‘7-4~W-overdose overdoseqdf I 
2.7.4.5.6 Drug Abuse 1 m2-7-4-5-6-drug-abuse drug-abuse.pdf 
2.7.4.5.7 Withdrawai and Rebound lm2-7-4-57-wlthdrwel-and-rebound l~~thdrawa~-reb~und.pdf I I 
2.7.4.5.8 /Effects on Abitity to Drive of Operate /m2-7-4-5-8effe&-rm-ability-to-drive-or- le~e~ts-abiii~.~f I I 

/Machinery or Impairment of Mental 

2.7.4.6 
Ability 
Postmarketing Data 
Section 2.7.4 Appendix 

ability 
jm2-7~-6-postmarket~ng-data 
1 m2-7-4-appendix 

Ipost-marketing-data.pdf 
Iappendix-2~7-4.pdf 

I 

] Optional organisation for 

2.75 

2.7.6 

References 

Synopses of Individual Studies 

m2-7-Weferences 

m2-7-6-synopses-c>f-individ~al~studies 

references.pdf 

synopses-indiv-studies.pdf 

figures and tables 
Single PDF file. In 
addition regional 
requirements may define 
RTF and XLS also. 

to synopses in Module 5 atready be located in the 
CBnical Study Reports in 
Modute 5 and should not, 
therefore, be repeated in 
Module 2. It is sufficient to 
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Appendix 3 File QrganisaBitn of Modkilo 3 

CT!3 Numbering Scheme 

bdufe 3 
.1 

CT0 Section Tttte 

%U?ttplss Qf S@?Cifk files e@ 

t&y repor& and references are 
%ntffiad using “... * and the ceff 
rfgbffighted in bfue. Appficanfs 
houfd SlFbsfFtute i&3$8 tldmes for 
*affstfc”onas eg. the itldicaricm, a 
Wdy number or the authors of a 
ef8nmce 

lualily 
Qodufe 3 Table of Contents 

My of Data 

hwg Substance [Name of 
;ubstanasl 

ieneral information 

lomsnctature 

8CTQ OTQ Element Name 

CTzlnumberfng scheme, 
dwap begins wfth a fetter ‘m’so 
IS to meet XML standatxts far 
tfement names, uses fawer case 
br cmsistemy and uses hyphen 
hmughuuf to avoid repeating 
psrfmfs -j nla = nQt 8ppricahi8 

KS-Z-body-of-data 

n3-2-s-drug-substance 

n3-2-s-l-general-infomtation 

n3-2-s-l-l-nomenclature 

nb2-s-It-sFn%ture 

Folder d Me Names 

Germ&y matches CID se&on Me, but fs 
8sfrlct8d to 32 characters fnofudfng ‘perfod 
lnd 3 chaacter fffe exf8f?sfot1 ff required - aff 
rawer case wffb ondemcorur between wordsl. 

nodule-3 
kia 

body-of-data 

&g-substance 

jeneraiJnformaWn 

tomenelatumpdf 

ldentfffes universafly acceptabfe fife types (Comment to he@ guide the applicant in 
4us additional, allowable file times] understanding the construction of thy eCTQj 

lot required in eCTD The ‘Table of Contents’ is created from the XML 
backbone description and the styiesheeF applied 

older name only 

older name only 

otder name only 

The principle in the Quality section would be to 
provide a single PDF file for each sub-section 
she this will faditate ths updating of sections as 
a whole allowing the agsndes to mom easily 
ux&ruct the ‘current’ file. The PDF file would 
have adequate bookmarking to pmvide further 
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3.2.S.2.2 

3.2.5.2.3 

3.2.S.2.4 

3.2.S.2.5 

3.2.S.2.6 

3.2.5.3 

3.2.5.3.1 

f 

3,2S.3.2 
3.2.5.4 

f 

I 
Mafwfacturer(s) m3-2-s-Z-l-manufadilrers manufacbrerq3df 

Description of Marwfactuting Process m3-2-s-Z-2-description-of- manuf~rczcess~and~~n~o~s.pdf 
and Process Controls manufacturjngprocessnd”pr~s~ 

controis 
Control of Materials m3-2-s-2-3controlsaterials control~of~mate&ils.pdf 

Ckmtrals of Critical Steps and m3-2-s-24cantrotsti~l-steps- contr~t_efitical_steps.pfff 
Intermediates and-intermediates 
Process Validation and&r Evaluation m3-2-s-2-Iigrrrcesstidatidatiand~r” process-validation.pdf 

evaluation 
Manufactffring Process Development m3-2-s-2-timan~aackrring-ptocess- manuf_procrrss_development.pdf 

devebpement 
Characferisation m3-2-s-3-characteri~ation c&mCtetisation 

Elucidation of Stntcture and Other m3-2-s-3-l-elucidati~~~f~strueture- etucidation_of_strucre.pdf 
fChara&xistics ]and-other-characteFisdcs 

I 
jtmpunties 
fconftal of Drug Substance 
t 

J 
Single PDF fit@ 

Single PDF file for NCE, multiple PDF files for 
f t&tech 

Single PDF file for NCE, multipie PDF files for 
,SiateGh 
Single PDF file 

Single PDF file for NCE, multiple PDF fries for 
Biotech 
Single PDF file for NCE, mu&pie PDF files for 
f3atech 
Folder name only 

I 
Single PDF file I 

1 I 
Speci~cetiwt m3-2-s-4-1 -specific&ion jspecificatiQn.pdf 
Anatytical Procedures jm~2-s-4-2-analytical-pr0cadures 1 andytical pr5cedures.pdf 

‘Validation Uf An@tiCai Procedures ‘m3-2-s-4-3-validatianaf-anal~~~- ‘vatidation_anaEytproeedures.pdf 

1 Single PDF file 
] Folder name aniy 

I 
J Single PDF He 
/Single PDF file 
‘Single PDF fiie 

‘3.2.5.4.4 
3.2.5.4.5 

3.2.S.6 

8etch Atlalyses 
Justification of Specification 

procedures 
m3-2-wM-batch-anaiy+z+s /bat&analyses.pdf 
m5-;l-s~qusticatia~~f~specification justification_of_specification.pdf 

Single PDF file 
Single PDF file 

3.2.S.6 

13.2.s.7 

3.2.S.7.1 

3.2.5.7.2 

m3-2-s-6-co~~ajnerciosunrt-system contaifler_closure_system.pdf Single PDF file 

m3-2-s-7-stability 

Stability Summary and Conclusions m3-2-s-7-1-s~biiiry-summary- stabifity-summarypdf Single PDF file 
conclusions 

postapproval-stabilityqdf 

3.2.P.l 

3.2.P.2 

t 

1 Drug Product m3-2-p”drug-pradud 
I Single PDF file 

i 
iFalder name anly 

Description and Composition of the 
onf y 

m3-2-pl-dascripti6n-and-campasitiondascrip~an_and_camposttion.pdf 
Drug Product 

Single PDF tile 
of-the-drug-product 

Phama~utical Development m3-2-p-2-phamiaceutic.aaC pharmaceuti~l_dsl~pment.pdf Single PDF Rle. 
deveiopment 

This section may be provided as a singfe PDF 
document or if the applicant washes to subdivide 
the summary Ento msistutenf parts they may 
choose to do so. The PDF fits vaou4d have 
adequate provide further 
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Appendix 3 File Organisation of Module 3 

Microbiological Attributes 

3.2.P.3.4 

Sngfa PDF file 
Sin&e PDF fife 

manuf_process- and-controls.pdf Singte PDF file 

cot-&& 
Controls of CrEtical Steps and m3-~“~~ntrois~f~ti~i”steps- control~critical~steps.pdf 

Single PDF file 

3.2.P.4 Control of Excipients control-excipients Folder name on1 y 

3.2.P.4.1 
3.2.P.4.2 
3.2.P.4.3 

/ / 
]-Specifications 

I 
1 peoifkettons.pdf 

I ,, 
1 Single PDF file 

, 
m3-2-p”4+sp5ctRcetiorls s 

/Analyticat Procedures /m3-2-p4-2-artalyticl”pro~ures f anatyticaf procedures.pdf ISingle PDF fite 
Validation of Anafyticat Procedures m3-2-p4-3-valida~~~f~nalytical- 1 v~idation_analyt_procedures.pdf /Sing15 PDF tite 

procedures I 
Justification of Specifications m3-2-p-&4-justification-of- justification_of_s~peciPlcation.pdf Single PDF file 

specilcatiens 
Excipients of Human or Animal Origin mbZ~-~xcipiantssf-human-or- excipients-human-anfmal.pdf Single PDF file 

3.2.P.5‘1 
3.2.P.5.2 
3.2.P.5.3 

Novel Excipients Single PDF file 
COtltd Qf Dt’Ug Pto$uCt m3-2~?-p-~trol-cf-dfilg-proctuct ~~t~-d~g~~duct 
Spetificetlon(sf 

1 RAder tlame onty 
m3-2-p-51 -specl~catfQns spedficetions.pdf ] Single PDF file 

Anafyticai Procedures rn3-2-p~2-anatytic~~~u~s 
]Vetidation of Analyticat Procedures ms2-~~~vatiddisanal~~~ 

analyticat procedurespdf ] Slngie PDF file 
validation_analytprocedures.pdf lSfngle PDF file 

I 
1 #at& Analyses 

1 procedur5s I 

/Characterisation 
jmZM+@4-b~tcch-anal~s f batch analyses.pdf 

1 ,, 
1 Single PDF file 

of impurities jm3-2p5S-ofwracterisation~f~ fcharacte~za~on_impuritjes.~f /Single PDF ftle 
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Appendix 3 Fife Organisation of Moduie 3 

3.2.P.8.1 
1 I 

~Stabifity Summary and Sonclusien ~m~2-~l~sta~~~ty~summa~-and- @ability-s.ummary.pdf 

3.2.P.8.2 

3.2.P.8.3 
3.2.A 

condusion I 
Post-approval Stability Prutocot and m%2+&2=pm+&approvak=%abitity- pctstappmvaf_stabiiity.pdf Single PDF fite 
Stability Gammitment pad-and-stabilitm~tment 

1 Stability Data m34&p&-titabilitdata @tat&y data.pdf ]Single PQF fite 
Appendit%s ml-Z-a-append&as appendr=s Folder name only 

3.24~1 Facilities and Equipment m3-2-a-l-f~tit~qu~~nt facifitias_and-equipment Futder name onty 

3.2.A.3 

3.2.R 
3.3 

I to define 
*Facilities and Equipment Report ?” facifities_end_equipment_repor?_~.pdf Single PDF file 

“Fadiities and Equipment Report k? fac~l~ies-~~d_~uipment_repozt_2pdf Single PDF file 

“Facitiiies and Equipment Report n” faEiritas_and_~ui~ment_tteport_n.pdf Singile PDF file 

I 
i 

m~2-a-Zadva~titiousgan~-safety- adventitious-agents Folder name only For non&at adventitious agents reports should be 
placed in this folder. For viral advent&us agents 
the following sub-folder structure should be used. 
An exampla of the file naming convention is given 
for each f5tder 

“Adventitious Agents Safety adventitious-agenfs-~,~~ Single PDF file 
Evatuatikm Report 1” 
“Adverrtitious Agenti Safaty advantifious_agents_2pdf Single PDF tie 
Evaluation Report 2* 
“Adventitiaus Agents Safety advenfitEous_age#~s-n.pdf Single PDF file 
Evaktation Rep& na 
Novel Excipient [Name] m3-2-a-3-novetexcipiant novel-exciparit Fotder name only include the name of any novel excipient in the 

folder name. Insert a repeat of the drug substan 
section here for the novel excipiaflt if the regio 
requirement define the need fur such informati 
to be included in the submission directly 

,Regional Information m3-2-r-ragionabinformatien ,regional infomation , Fatder name only t R efer to regional raguiraments 
Literature References m3-l-tife~tu&refaren~s fefefenees Wder name only 

“Rf9farerIc4 I” I& alternative approach is allowable whereby a 
sin&a PDF file includes atl references with 
bookmarks to each individual reference. However 
this would mean that the whofe file would need to 
be replaced if any update is made to its 
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Appendix 3 File QrganisatiQn of ~odu~a 4 

biue. App&an?s 

required - a!! fowar case with 

applicants may use the 
fefinimhgy the fsquife so fang 
as if adhere to the tile naming 

lodule 4 
.-I 

Nonclinical Study Reports 
Tabfe af Contents 

I 
m4-nonclinical-study-rapids 
nta 

I 

Folder name only 
Not required in eCTD The 7able af Contents’ is 

czraafad frwn the XMC backbone 
Idescription and the stvlesheet 

into the PDF file, thus making 
management of the file easier. 
A~t~~a~veiy~ the applicant may 
choose f~ manage these 
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Appendix 3 File Orgmisafion of’ Module 4 

“Study Report n Data” 

Other Pharmacokinefic Studies 

exceptionally, additional 

“Study Report I Data” 

“Study Report 2” 

“Study Report 2 Data” 

“Study Reporf n” 

study_rqmt~ ?-data.pdf 

study-report-2.pdf 

1 
( 

sf~dy-re~~-2_d~ta.pdf 

study-mpurt_n.pdf 

Single PDF file 

‘Shgte PDF file and 
exceptionaiiy, addifionaf 
graphics Hes 

Single PDF file 

Single PDF file and 
exceptionally, additionat 
graphics fifes 

“Study Riepoft n Qata” 

“Study Report 1” 

m4-2-3-toxicolo 

Single PDF file 

IFolder name onfy 

“fmcly Report 1 Oafa” 

“Study Report 2 
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Appendix 3 File Qrganisation of Module 4 

“Study Report n Data” 

In viva (including supportive 
toxicokinetics evaluations) 
“study Rspwt 1” study-rep&- I .pdf Single PDF Rls and 

exceptionally, additional 
graphics files 

“Study Report I Data* 

“Study Report 2” 

“Study Report 2 Data” 

“Study Repwt n” 

study-report- f-datapdf 

stffdy~report-2.pdf 

/ 

study-repmt 2 *- datapdf 

study_re/m--n.pdf 

Single PDF file 

Single PDF fife and 
exceptianaity, additional 
graphics files 

‘Single PDF ?ils i 
Single PDF file and 
exceptionaily, additional 
graphics files 

123.4 

k2.3.4.1 

“Study Report n Data” 

Carcinogenidly ~jn~l~di~g supportive 1 m4-2-3~-carcinogenicitg, 
toxicokinetics evaluations) 
Long-term studies {in order by species, m4-23-6?-tong-term-studies 
including range-finding studies that 
canrmt be apprapriatefy included under 
repeat-dose toxi&y or ~ha~~~k~~et~~~ 

r si#dy~repotf n -- data.pdf 

carcinogenicity 

long-term-studies 

Singfe PDF fife 

Folder name only I 

Folder name aniy 

“Study Report 1’ Single PDF file and 
exceptionally, addjtj~n~~ 
graphics files 

“Study Rr?port 1 Data 

“Study Report 2” 

study-rapor(-I-data. pdf 

/ i study-race-Z.pdf 

Single PDF file 

Single PDF file and 
exceptionally, additional 
graphics files 

‘Study Report 2 Data” Single PDF Rte 
h 
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Scheme 
Single PDF file and 
exceptk3nalfy, additional 
graphics files 

“Study Repart fl Data” sh.fdyJf?po~ n -- datapdf Single PDF file 

Rep~od~~~jve and Developmental m4~2-~5-reproduc~ive-~~d- Folder name onty 
Toxic&y {including range-finding studies devalopmen~a~-toxjcj~ 

/ repro-development-tox~ci~ 

and supportive toxicokinetics 
evaluations) ftf modified study designs 
are used, thts following subheadings 
should be madified accordingly.) / 

i 

4.2.3.5.1 Fertility and early embryonic 
development 
“Study Report 1” 

m4-2-3-5-I ~fe~~li~-and~ariy~mb~o~ic- fervid-emb~onic-develop 
development / 

sfudy~epwt~ I,pdf 

Folder name only 

Sh@e PDF file and 
exceptionally, additional 
graphics fifes 

“Study Rem 1 Data” 

“Study Repot-t 2” 

stmiy~reporf ? mm data.pdf 

study_report_Z.pdf 

! 

‘Single PDF f~ie 

Single PDF fife and 
excep~io~aliy, additional 
graphics fifes 

stffdy-tqmf 2 -1 dafa.pdf 

sfdy_report__n.pdf 

Single PDF fife 

Single PDF file and 
exceptionally, additional 
graphics filas 

“Study Report n Data” study__report_n-d.~~f 

Embryo-fetal development f m4-2-3-5-2-embryo-fat-development ‘embryo-fetat-develop 

1 Single PDF file 

Fatder name only 

“Study Report 1” ’ study-reporti_ I. pdf Single PDF file and 
exceptionally, additkxlat 
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Appendix 3 Fik ~rga~fsa~i~~ af Modwfe 4 

- “Study Repark 2 Data” 

- “Study Report n” 

exceptionaffy, additional 

exceptionally, additional 

Prenata! and postnatal dewtopment, 
including maternal function 

I 

“Study Report 1” 

~tudr__report_n_date.~df 

I 

m4-Z-3-5-3-prenatai-and-pastnataf- pfegostnatat-deve!ap 

study-reporf~ f .pdf 

development-ifiduding-maternal-functian 
I 

Single PDF fife 

I 

Folder name only 

Single PDF fife and 
exceptiianaIly, additional 
graphics files 

“Study Report 1 Data” 

“Sfudy Report 2” 

“Study Report 2 Data” 

*Study Report n” 

Singfe PDF fife 

Single PDF fife and 
exceptkw&y, additional 
graphics files 
I 
Singfe PDF file 

Single PDF file and 
excaptionaily, additionat 

evaluated 
“Study Report 1” 

or-furfher-evafuafed 
Singfe PDF file and 
axceptianatly, addittanaf 
graphics fifes 

i 
sfudymmpott 1 --“‘. dafapdf Singte PDF file 
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File ~rga~isati~~ af Module 4 

“Study Rqwt n Data* 
1, I .I‘ 

I 
I 

s 
study~tqmf n -- data.pdf 

sxceptiatwlly, addItional 
graphice files 

Singfe PDF file 

Folder name onfy 
Single PDF file and 
exceptbnsliy, additional 
graphics files 

I 
[ Single PDF file 

I 
study- fepaQ-i.pdf 

! 
Single PDF t’ile and 
excwtitionallv, additionat i 
graphics files 

“Study Re@ort n Data” 

Mechanistic studies fif not included m4-2-5-3-mechanistic-studies 

’ study_rqmf CI -- data.pdf 

mechanistic-studies 

/Single PDF file 

Fatder fame only 

“Study Report 1” -/Single PDF file and 
exceptionaiiy, additional 
graphics fifes 

“Study Report 1 Data” 

“Study Report 2”’ 

Single PDF fib 

fSingte PDF file and 
exceptionat2y. additional 
graphics files 

--study Report 2 5ataw 1 study_reporS_2__data.~df 

“study Rapwt n” study-mpxtmn.~df 

Single PDF f&3 

Single PDF file and 
exceptionally, additional 
graphics files 

“S tudy Report n Data” 1 Singie PDF He 
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Appendix 3 File ~~e~i~etion of f&dote 5 

Tabular Listing of all CZtinicaf Studies 
Ctini~l Study Reports 

jtabularlisting,pdf 
~ciinical-study-wparts 

Sigle PDF file 
f Foider name aniy 

description end the styfesheet 
applied 

: 

i 
f Ueports of Biapharmaceutic Studies 
f ~ioev~i~~~i~ty (BA) Study Reports 
“study Report 1” 

m5-3-1 -reports-of-biapharmaceutic-studies 
m5-3-1-I -biaavaihbifiQ-ba-study-reparts 

biapharmaceutic_studies 
bioavailability 

1 study-tapart_ 1 .pdf 

I 
1 Falder name only 
Falder name only 
Single PDF file and 

1 

1 lt is possible ta have the additiona 

~exceptianally, additiunat igraphic fife(s) Fnsarted diredy intc 

3.12”jRapa* Comparative BA and &equivalence (SE) Study 

‘%miy Repoft 1” 

“Study f3epwt 2” 

I 
m!%3-I-Z-comparative-ba-and-bioequivalenee-be camparatiw-bat 
StWdy-repOtiS 

study-repotI+- I.p& 

/study-repart_Z.pdf 

i graphirz files 
Folder name only i 

/ 

Single PDF tiie and 
e~cx&kmally, ad&tianal : 

s graphics ms 
ISingle PDF Rk.2 and j 

“Study Report n” 

jexc@ptianatly, additianf 1 

fexceptianelly, additional j 

I exceptionally, additionat 1 
.“-rL:^r Ci^- 
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Appenm 3 File Organisatiun of Module 5 

Y3fudy Report 2” 

“Study Rap& n” study-report-n.pdf 

Shgie PDF file and 
exceptionaiiy, additiona4 
graphics fifes 
Single PDF fife and 
Ekxceptionally, additional ’ 
grap&s fries 
SEngfe PDF Si4e and 1 

exceptiona&t, additional 

i~/4iuman 
Reports of Bioanalytical and Analyt4ical Methods for 

graphics files 
m~3-14-reports-af~bioana4~~l~and-anal~~l~ bioanatyt-analyt_methods Folder name only 

Studies mefhods-for-human-studies 
*study R@pwt 1” siudy-report~ l.pdf Singk PDF file and 

exeeption&y, additional 

*Study Rep& 2” 
graphics files 
Singits PDF file and 
exceptionally, additional 

w&y Rapoft n” 
graphics files 

study~tTqx?rf~n.pdf Single PDF file and : 
exceptionatly, additiona 1 

Reports of Studies Pertinent to Pharamacokinetics 
gt-apbics f&s 

m5-3-2-repo~s-of-s2udies-pertinent-to- pkJwman~biomatw4at Folder name only 
! 

using Human Biomateiials pharmacokine6cs-using-$uman-biomaterials 

I 

PEasma Protein BEnding Study Reports 

f 
r&L3-2-I -plasma-pr~tei~~nd4ng-study-~po~ ptasma_protein-&indng 1 Folder name only 

I 
“Sk&y Report I+’ 

I 

“strtdy Report 2” sfudy-report_2.pdf 

“Study Report n” 

322---J%.idies 
Rep~ftts- of Hepatic Metabolism and Intara&4on 

“Study Report IX 

im53-2-2-reports-of-hepatic-metabol4sm-and- 
i#tarac%on-studies 

I 
Single PDF file and 
excapt4ona#y, add4t4ona4 
graphics files 
SingEe PDF fife and 
exceptionatly, additional 1 

Igraphics Mes 
Shgle PDF file and 
@xcepWnatfy, additional 
gwphlca tiles 
[Fofdar name only 1 

/ 

Single PDF fite anrt 
excaptionaiiy, additional , 

1 graph&s Hea 
Single PDF ftle and 
exceptiona@, additEona4 
graphics @es 

ing Other Human Biomatariafs 
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The name of the folder for this section should be modznfe_f. This module contains 
administrative information that is unique for each region. There will be local 
requirements for both the content and efectrunic content af modu’le 
backbone was devefoped to allow the transfer af this regiunal infmmation to be included 
in a regulatory dossier. 

Regional guidance wil! provide the specific instructions on how to provide the 
ad~~~~s~ativ~ forms and detailed prescribing information. Please refer to this 
informatiun and appendix 9 when preparing module 1. 
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Appendix 5 6X1) Module 2 Summaries 

Documents that are provided in module 2 should be formatted as defined by the XCH 
Common Technical Document, There should also be consistency in the way navigation 
aids are provided. Each report that is lunger than five pages should have a table of 
contents. Within each document, bookmarks and hypertext links from the table of 
cuntents should be provided to all tables, figures, publications, and appendices. 

Hypertext links should be provided throughout the body of these documents to aid 
efficient navigation to armutations, related sections, publ~~at~o~s, appendices, tables, and 
figures that are not located on the same page. If a fist of references is included at the end 
of a document, there should be hypertext hnks to the a~~rupriate publication. 

Documents should be generated from electronic source documents and nut from scanned 
material, except where access to the source electronic fife is not available or where a 
signature is required. 

The name of the folder for module 2 should be rnodu~~-2. Alf folders that are created in 
the module-2 folder should folluw the folder naming convention given in the following 
chapters. The folder hierarchy for mudule 2 is presented in the screenshot in Figure I. 
This representation is by alphabetical order due to the nature of the operatmg system and 
is therefore not entirely consistent with the sequence of the CTD. 

Several documents also reside in the module 2 folder. Ahhough the file names for these 
documents are left to the discretion of the applicant, it is advisable to make the names 
rnea~i~g~l unless there are other relevant factors to be considered. More details on the 
naming conventions are given in appendix 30 and examples in appendix 3. 

The figure 5-l shows the folder structure for module 2: 

Figure 5-l Screenshat sf the folder structure of nmduk 2 
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Module 2 contains two folders, which should be named as follows. 

Clinicat Summary 

Other modules at this level not listed above may typically be submitted as individual 
les. However, the applicant may choose to submit more granular documents and if this 

is the case, detailed options are provided in appendix 3. 

The two folders contain documents only. For the file naming convention, see Section 
entitled “Folder and File Naming Conventions for modufe 2’. 
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Appendix 6 Module 3 QuaIity 

Domnents that are provided in module 3 should be formatted as de6ined by the ICI-I 
Common Technical Document. There should also be consistency in the way navigation 
aids are provided. Each report that is longer than five pages should have a table of 
contents. Within each d~u~~~t~ bookmarks and hypertext links from the tabfe of 
contents should be provided to all tables, figures, publications, and appendices. 

Hypertext links should be provided thruughout the body of these doGu~ents to aid 
efficient navigation to annotations, related sectiorzs, publications, appendices, tables, and 
figures that are not located on the same page. If a list of references is inr;ltided at the end 
of a ducument, there should be hypertext links to the appropriate publication. 

Dacuments should be generated from electronic source documents and not from scamed 
material, except where access to the suurce electronic file is not available or where a 
signature is required. 

The name of the folder for module 3 should be modufe_X All fulders that are created in 
the module-3 folder should follow the folder naming convention given in the following 
chapters. The full folder hierarchy for module 3 is presented in the screenshot in fig-m-e 
6-l. This representation is by alphabetical order due to the nature of the operating system 
and is therefore nut entirely consistent with the sequence of the CTD. All levels of the 
hierarchy should be used where information is available to include at that level. 
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Figrxre 64 Folder strucSure af module 3 

Module 3 contains two fufders, which should be named as follows. There are no files in 
Body of Data, there are files in Literature References. 

This folder may contain the folfowing folders, which should be named as follows. There 
are ne3 files in this folder. 
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his fufder contains five folders, which should be named as follaws. 

Other modules at this level not listed above may typicalfy be submitted as individual 
files. Detailed options are provided in appendix 3. 

’ The folder name should include the name afthe drug substance, abbreviated as necessary to remain with 
the 256 character limit. Folders and files should be created for each drug substance section incbtded in the 
submission in accordance with the hierarchy identified in the following chapters. 
’ Similarly, if muftiple manufacturers are used it may be appropriate to include the name of the 
rn~ufa~~er after the drug substance, abbreviated as necessary to remain with the 256 character hmit. 
Folders and files sfrould be created fur each drug substa~~~/manufa~a~rer section included in the 
submission in accordance with the hierarchy identified in the fuflowing chapters. 
3 The folder name should include the name af the drug product, abbreviated as necessary to remain with the 
256 character limit. Folders and 4%~ should be created for each drug product section included in the 
subm~ssiun in accordance with the hierarchy identified in the following chapters. Reference shauld be made 
to regional guidance to determine whether the inciusirzn of multiple products within a single application is 
acceptabk. 
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Drag Product 

This folder contains four folders, which should be named as follows: 

I 3.2.P.S ( Control of Drug Product control-drraggrodzxt I 

3.2.PJ3 1 Stability 

Other modules at this 1eveI not fisted above may typically be submitted as individual 
files. Detailed options are provided in appendix 3. 

Appendices 

his folder contains three folders, which should be named as follows. There are no files 
in this folder. 

Regiclnal hformation 

This folder should be included where regional information is necessary. Reference should 
be made to regional guidances for the types of information to be included in this section. 

4 The folder name should include the name of the novel excipient, abbreviated as necessary to remain with 
the 256 character limit. Folders and fifes should be created as per the drug substance section in accordance 
with the hierarchy identified in the above chapters on drug substance for each novel excipient included. 
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ocuments that are provided in module 4 should be formatted as defined by the ICI3 
Common Technical Document. There should also be consistency in the way navigation 
aids are provided. Each report that is longer than five pages should have a table of 
contents. Within each document, bookmarks and hypertext links from the table of 
contents should be provided to all tables, figures, publications, and appendices. 

Hypertext links should be provided throughout the body of ese: documents to aid 
efficient navigation to annotations, related sections, publications, appendices, tables, and 
figures that are not located on the same page. If a list of references is included at the end 
of a document, there should be hypertext links to the appropriate publication. 

Documents should be generated from electronic suurce documents and not from scanned 
material, except where access to the source electronic file is not available or where a 
signature is required. 

The name of the folder for module 4 should be module_$. All folders that are created in 
e module-4 folder should follow the folder naming convention given in the following 

chapters. The full folder hierarchy for module 4 is presented in the screenshot in Figure 
7- 1. This representation is by alphabetical order due to the nature of the operating system 
and is therefore not entirely consistent with the sequence of the CTD. It is not, however, 
mandatory to use the Ml folder hierarchy but in the case of this module, at least the first 
four levels should always be presented e.g. down to carcinogenic&y and other folders at 
that level. 

File names are left to the discretion of the applicant. In spite of this fact, it is advisable to 
make the names meaningful unless there are other relevant factors to be considered. 
Typically, the file name would be the internal numbering or naming Gonvention for the 

lowing table gives an example how files co be named. fn any case, 
file names should be written in small letters only and with More details on 
the naming conventions are given in appendix 10. 

I Study Report 2 I stzldy-report-2.pdf I 
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Module 4 contains two folders, which should be named as follows. There are no files in - 
is folder. 

Study Reports 

4.3 Copies of Literature References references 

Study Reports contains five folders, which should be named as follows. There are no 
files in this folder. 

I 4.2. i I Pharmacology I 

I 4.2.3 I Toxicology I toxicology - - - - I 

4.2.4 Local Tolerance 

4.25 I Other Toxicity Studies (if available) I o fher-stzkdies I 

The f”ve folders contain reports or folders as outfined below. For the file naming 
~o~ve~t~o~ see Section entitled ‘Folder and Fife Naming Conventions for module 4’ 

This folder contains four folders, which should be named as follows. There are no files 
in this folder. 
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e four folders contain reports only. For the file naming convention, see Section 
entitfed ‘Folder and File Naming Conventions for Module 4’. 

This folder contains seven folders, which should be named as follows. There are no files 
in this folder. 

Reports (if separate reports are available) 

4.2.2.2 

4.2.2.3 

Absorption absorption 
I I 

Distribution dis~~~~~tiu~ 

Metabolism 

4.2.2.S Excretion 
-- -- 

l- excretion 

4.2.2.6 Pharmaeokinetic Drug Interactions 
(nonclinical) pk-dmgjzteractions 

Other Pharmacokinetic Studies 

The seven folders contain reports only. For the file naming convention, see Section 
entitled ‘Folder and File Naming Conventions for Module 4’. 
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This folder contains five folders, which should be named as follows. There are no files in 
this folder. 

Folder Name 

The two fofders Single-Dose Toxicity arrd Repeat-Dose Toxicity contain reports only. 
For the file naming convention, see Section entitled ‘Folder and Fife Naming 
Conventions for Module 4”. 

Gerzu&3&i@ 
This folder contains two folders, which should be named as follows. There are no files in 
this folder. 

The two folders contain reports only. or the fife naming convention, see Section entitled 
‘Folder and Fife Naming Conventions for Module 4’. 

This folder contains three fofders, which should be named as follows. There are no files 
in this fofder. 
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4.2.3.4.2 

1 4.2.3.4.3 

Folder Name 

Short-or medium-term studies 
(including range-finding studies that 
cannot be appropriately include under shor~-~~d~urn_ter~~d~es 
repeat-dose toxicity or 
pharmacokinetics) 

Other studies 

The three folders contain reports only. For the file naming convention, see Section 
entitled ‘Folder and File Naming Conventions for Module 4’. 

R~~~~~~~~~ve alrzd ~ev~~~~~e~~~~ TuxWy 
This folder contains four folders, which should be named as folIows. There are no files in 
this folder. 

I 4,2.3.5.2 Embryo-fetal development I 

(juvenile animals) are d 
further evaluated 

The four folders contain reports only. For the fife naming convention, see Section 
entitled “Fofder and File Naming Conventions for Module 4’. 
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This folder contains reports only. For the fife naming convention, see Section entitled 
e Naming Conventions for Module 4’. 

This folder contains seven folders, which should be named as follows. There are no files 

The seven folders contain reports only. For the file naming convention, see Section 
entitled “Folder and File Naming Conventions for Module 4”. 
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Appendix 8 ModuXe 5 CXinicaI Study Reports 

ocuments that are provided in module 5 should be fox-matte as defined by the ICH 
Common Technical Document and by the ICW Guideline E3 - Structure and Content of 
Clinical Study Reports. Thereshould also be consistency in the way navigation aids are 
provided. Each report that is longer than five pages should have a tabfe of cormtents. 
Within each document, bookmarks and hypertext links from the table of contents shoufd 
be provided to a!1 tables, figures, publications, and appendices. 

Hypertext finks should be provided throughout the body of these documents to aid 
efficient navigation to annotations, related sections, publications, appendices, tables, and 
figures that are not located on the same page, If a list of references is included at the end 
of a document, there shouXd be hypertext links to the appropriate publication. 

Documents should be generated from electronic source documents and not from scanned 
material, except where access to the source electronic file is not available or where a 
signature is required. 

The name of the folder for module 5 should be modtile--5. All folders that are created in 
the module-5 folder should follow the folder naming convention given in the following 
chapters. The Euil folder hierarchy for module 5 is presented n the screenshot in Figure 
8- 1. This representation is by alphabetical order due to the nature of the operating system 
and is therefore not entirely consistent with the sequence of the CTD. It is not, however, 
mandatory to use the full folder hierarchy but in the case of this module, at feast the first 
three levefs shoufd always be presented e.g. down to pk-studies and other foiders at that 
level. 

File names are left to the discretion of the applicant. In spite of this fact, it is advisable to 
make the names meaningful unless there are other relevant factors to be considered. 
Typically, the file name would be the internal numbering or naming convention for the 
studies. The following tabfe gives an example how files couf be named. fn any case, 
file names should be written in small letters only and with underscores. More details on 
the naming conventions are given in appendix 10. 

I Description ! File Name 

I Study Report I I study-report-l .pdf 

study-report_2.pdf 
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Figure 8-f Screenshot af the folder structure of module 5 

Page 8-2 



Module 5 contains two folders, which should be named as follows. 

5.3 I Clinical Study Reports 

I 5.4 References I references 

Module 5 also contains one file. Although file names are left to the discretion of the 
applicant, it is advisable to make the names meaningtil unless ere are other relevant 
factors to be considered. For the file naming convention, see Section entitled ‘Folder and 
File Naming Conventions for Module 5’ 

This folder contains seven folders, which should be named as follows. There are no files 
in this folder. 

Swtion in CTD Description Folder Name 

Reports of ~iopha~aceuti~ Studies 

Pharmacokinetics using Human 

1 Reports of Postmarketing Experience 

5 The folder name shu,uld include the indication, abbreviated as necessary to remain with the 256 character 
limit. Subsequent folders shcm2d be created for each indication included in the submission and the folder 
and file hierarchy, id~nt~~ed in later chapters of this appendix is repeated 
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of ~~~p~~~~~~~~~~c Stud;ies 
is folder contains four folders, which should be named as follows. There are no files in 

this folder. 

Sectio,n in CTD 

-- 

Description Folder Name 

The four folders contain reports only. For the fife naming convention, see Section 
entitled ‘Folder and Fife Naming Conventions for Module 5’. 

REPORTS OF STUDIES PERTINENT TO ~~ARMA~~~~ET~CS USING 
HUMAN BIOMATERIALS 

This folder contains three folders, which should be named as follows. There are no files 

Plasma Protein Binding Study Reports 

Reports of Hepatic Metabolism and 
Interaction Studies 

Reports of Studies Using Other Human 

e three folders contain reports only. For the file naming convention, see Section 
entitled “Fofder and File Naming Conventions for Module 5’. 
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~ep~~~s of Humart ~h~~~~c~~~~e~~& (2%) Studies 
This folder contains five folders, which should be named as follows. There are no files in 

is folder. 

Section in CTD Folder Name 

I 5.3.3.3 Intrinsic Factor PK Study Reports I intrinsic. factorqk 
L 1 I 

5.3,3.4 Extrinsic Factor PK Study Reports extrinsic factor_pk 

I 5.3.3*5 I Population PK Study Reports I populationqk I 

The five folders contain reports only. For the file naming convention see Section entitled 
‘Folder and File Naming Conventions for Module 5’. 

Reports of Hmwt Fh~~~~~~d~~~~~c (PD) Studies 
This folder contains two folders, which should be named as follows. There are no fifes in 

e two folders contain reports only. For the file naming convention see Section entitled 
‘Folder and File Naming Conventions for Module 5’. 

This folder may be repeated as many times as pertinent to the number of indications 
claimed. Even when only one indication is applied for, the folder for this one indication 
shou-Xd include the indication name. There are no files in this folder. 

This folder contains four foXdens, whit should be named as follows. There are no files in 
this folder. 
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I 5.3.5.4 I Other Study Reports I other-studies I 

The four foiEders contaira reports only. For the file naming convention, see Section 
entitled ‘Folder and File Naming Conventions for Module 5’ 

~ep~~t~ Q~PQ~~Q~~et~~g Experience 
This folder contains reports only. File names should be meaningful and follow the file 
naming conventions given in appendix 10. 

case Report Farms and ~~~~V~~QQ~ Patient Listirzgs 
This folder contains as many folders as studies are included. The folders should be 
named as follows. The content of the folders should follow regional guidance. 
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This section describes region specific information: Content that is not explicitly included 
in the Common Technical Document and logistical details necessary for the transmission 
and receipt of submissions using the electronic Common Technical Document. 

Region spec@ ~~f~r~~t~o~: ikbdule I 
Modufe 1 includes all administrative documents (e.g., forms and ce~i~~ations~ and 
abeling, including the documents described in regional guidance. 

Nodule 1 contains regionally specific documents, but this does not mean that all 
regionally specific documents are included in module 1. Technicaf reports required for a 
specific region should be placed in modules 2 to 5. These reports should be included in 

e moduXe most appropriate for the content of the information provided. 

Each region provides specific guidance on the format and content of the regional 
requirements of each module. The Table 9-1 provides contact information for each 
region. 

Table 9-l 

RIEGION 
Internet Address Electrmic Maii 

Contact 

Admin~s~ation, USA 
www. fda. govlcber 

u2d be sent directly to the appropriate national regulatory authority. 
~~fo~ation necessary to send physical media to each regulatory authority is found at the 
reference location in Table 9-2. 

Table 9-2 
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I Regulatory Authority Reference Eocation 

EMEA, European Union 
Or national agencies 
Ministry of Health and Welfare, Japan 

Food and Drug Administration, United 
States of America 
Health Canada, Health Protection Branch, 

L Canada 

Regulatory authorities are prepared to accept electronic submissions provided on the 
edia listed in Table 9-3. To optimize processing efficiency, we recommend choosing 

media with a capacity most appropriate to the size of the submission. Whenever possible, 
applicants should choose media capable of holding the submission on the fewest number 
of units. For example for a submission that has a size of 50 Megabytes, use f CD-RUM 
instead of 50 floppy disks, 

Table 9-3 

Recommendations for Media 

EDIA AND FORMAT 

ess than 10 MB 3.5 inch DOS Formatted Floppy Disks 

format using NT server 4.0 with NT backup or 

HLW: Except for module I originals. 

Cover letter 
Provide a cover letter as a PDF tile (cover.pdf). A paper cover letter should also be 
included with non-electronic portions of the submission (such as sig 
certifications). The cover letter should include: 

* A description of the submission including appropriate regulatory info~ation. 
* A listing of the sections of the submission filed as paper, electronic, or both paper 

and electronic. 
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* A description of the electronic submission including e and number of 
electronic media, approximate size of the submission, and, if appropriate, format 
used for DLT tapes. 

* A statement that the submission is virus free with a description of the software 
used to check the files for viruses. 

l The printed contents of the eCTD-checksum.mdS file as an appendix. 
* The regulatory and info~ation technology points of contact for the submission. 

Send all efeetronic media adequately secured in a container marked clearly on the outside 
ELECTRONIC REGULATORY S~~MISSIU~. CD-ROMs should be packaged 
carefully to ensure that they arrive in a usable condition. P icularly v&ner&le are 
diskettes and CD-RUM jewel cases shipped in envelopes without bubble-type protective 
material or stiff backing. The use of a jiffjr-type bag by itself to ship media will not 
provide adequate protection for shipping electronic media. The first binder with 
electronic media should include only a paper copy of the cover letter for the submission, 
a paper copy of the appropriate regulatory authority form for the submission (e,g., for an 
NDABLA include FDA form 356h), and the electronic media for archiving. Please 
attach labels to the media including, for CD-ROMs, the CD-RUM jewel cases. Label the 
media with the following: 

* Submission identifier (e.g., NDA, MAA number) 
0 Proprietary and generic name drug name. 
* Company name 
* Submission serial number, if applicable, 
* Submission date: in the format of DD-MMM-YYYY (for example, Of -Jan-2001). 
* DisMCD-RUM/tape number (the number should include the total number 

submitted such as Disk # of #)* 
* Submission type (e.g., original submission, supplement, variation, etc.) 

Regional specification: 
MHLW: 

* The Japanese year (the two digit Imperial year) may be accepted according to the 
regional requirement. 

0 Appended papers (documents) may also be included according to the regional 
requirement. 

Secure EDI over the Internet is the recommended means for transposing submissions. 
However, until secure electronic gateways can be developed by the regulatory authorities, 
submissions wil continue to be physically transported by courier or registered mail. 
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Sea&y st~ndu~ds 
Include an MD5 checksum for each physical file in the eCTD. The checksum allows the 

ent to verifjr integrity of the physical files in the submission. The eCTD backbone 
provides the location and tag names used for the checksums. 

sum of the entire backbone instance. The recipient can use this checksum 
to ensure the integrity of the entire eCTD submission. Name this checksum file, 
e~TD-che~ksum.md5 and inelude it as a file [on the flrrst volume of the eCTD 
submission] in the same directory as the backbone instance. Print the contents of the 
eCTD_checksum.mdS fife and include the paper copy with the paper cover letter for the 
submission. 

Do not include any file level security settings or password protection for individual files 
in the eCTD. Allow printing, changes to the document, selecting text and graphics, and 
adding or changing notes and form fields. Internal security and access control processes 
in the regulatory authority will maintain the integrity of the submitted files. 

Upon arrival at the regulatory authority, the submission is copied (to tape for 
FDAKDER, to the equivalent media for FDAKBER and the EU). A read-only copy of 
the submission is then loaded onto the Electronic Document Room or equivalem server 
for use by the review community. 

Each regulatory authority will acknowledge the receipt of the eCTD submission 
according to the policy and procedure of the individual regulatory authority. Use the 
a ess in Table 9-l to find guidance on the format and content of a~~owledgme~ts. 
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Appendix 10 Preparation of the eCTD 

There are many requirements that have influenced the design of the eCTD. Some that 
have had a more significant impact on the backbone design are: 

* The submissions must accommodate ml1 regulatory dossiers, supplements, 
amendments and variations. 

* The submissions must be able to accomodate regional requirements that will be 
represented in regional guidance documents. 

nology should be extensible so that as technology changes, the new 
electronic solutions can be accommodated. 

The eGTD is designed around the concept of a Backbone. The Backbone is simiIar to a 
container that holds things like the submission name, the type of submission and the files 
that are part of the submission. The backbone is based on an XML Document Type 
De~ni~ion (DTD). There is a close relationship between the CTD table of contents and 
entities in the Backbone. The Backbone will provide the navigation links to the various 
files and information that make up the submission. 

e folder names should be fixed names as defined in appendices 4 through 8. The 
highest-level folders should identify the submission using the submission number of the 
target regulatory authority and the next folder level should be named with the sequence 
number of that submission. The folders under the submission sequence number folder 
should follow the hierarchy of the table of contents of the submission. It is 
recommended that a limited number of files be located in a single folder, in order to 
facilitate user navigation through the submission. No empty folders should be included. 

All file the names must follow the naming conventions as defined in appendix 2 but the 
actual file names may be assigned by the sponsor of the submission. 

In order to preserve the navigational linkages that are present in the documents contaihed 
in the eCTD, the directory structure will be preserved by the agencies. The navigational 
links will be relative links and links will be downward within a module. 

The XML Backbone allows more than one entry or link to point to the same physical Gle. 
is should be done with caution since it may be more difficult for the regulatory 

authority to manage the life cycle of that file if there is more than one pointer to the file. 

Appmuch to Preparing the eCTD XML Datu Files 

The M2 eCTD Specification includes the ICI3 eCTD DTD and a description of the 
elements and attributes list. The description and attribute list s ould be uSed to &v&p 
the eCTD instance that complies with the CTD document. The element and attribute 
description should be used in conjunction with the DTD to define the meaning of all of 
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the tags. This section is provided to help users understand the relationship between these 
products to develop a valid eCTD submission. 

Using the ICH eCTD DTD to prepare eCTDs requires an organized approach and an 
understanding of the content and intended use of the ICH CTD document and the various 
M2 products. As shown in Figure 1 O-f , the process should begin with an in-depth study 
of the CTD document and the M2 eCTD Data Modef and element and attribute 
description. One should be familiar with using XML version f .O as recommended by the 
W3C. Additional mformation can be found at the W3C web site at w~*w3~.org. 
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pen&x 11 Creating the eCTD XMt Submission 

This appendix describes how to use the eCTD DTD to meet specific functional 
equirements. These functional requirements include: 

* Intuitive user navigation at the folder and file level, 
* Lifecycle management of s&mission files, 
l File security, 

ion of the eCTD XML instance with files and metadata, 
* Creation of complex relationships between files for submissions having multiple 

substances and products, or multipfe indications, and 
l Special needs for extending the DTD. 

File Names and Directory Structure 

Recipients of the eCTD may need to directly navigate through the submission at the 
evel, i.e.; without benefit of a customized end user application. The 

structure of the eCTD and instructions for how to create folder names facilitates this. 

Specific folder names have been defined in appendices 4 through 8. File names are left 
to the discretion of the company. The top-level for the directory structure will vary by 
region. The identification of the top-level folder uniquely identifies the submission in a 
region. The submission identification should be used as the folder name in the top-level 
directory. For example, if the submission is number Nf23456, the root directory would 
be named “‘N123456”. The original submission and subsequent amendments and 

d use the same top-level foIder name. Submissions would be 
differentiated by a subfolder named according to the sequence number of the submission 
in that region. Submission identification number and sequence number will be submitted 
in regional DTDs as specified by each regulatory authority. Each regional DTD may be 
referenced in the eCTD DTD by the submitter. Table 11 -I and Figure 1 l- 1 illustrate this 
naming convention, as it would apply in the United States. 

Table 11-l 
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ft is important for the recipients of eCTD to be able to establish where the submission fits 
in the lifecycle of a product. 

he eCTD is capable of containing initial submissions, supplements, amendments and a 
variations. There are no uniform definitions for these terms in the three regions, but 
amendments and supplements are terms used in the United States. Variations apply in 
Europe. The variations, supplements and amen~ents are used to provide additional 
information to an original regulatory dossier. For example, if a new formulation were 
being proposed, this would result in submission of an amendment or supplement to the 
FDA and a variation to Europe. When regulatory authorities request additional 
i~fo~atio~, the info~ation is also provided as a variation, supplement or amendment to 

original submission. Therefore, the regulatory agencies need a way to manage the 
cyefe for the submission. This function will be provided by each regulatory authority 

form guidance that may include regional DTDs and specifications. Each regional 
should be referenced in the eCTD DTD by the submitter. 

The eCTD DTD provides the for lifecycle management at the file level. When revisions 
are seat to a regulatory authority, the new fife should be submitted as a leaf element 
associated with the same tag name as the file being amended or deleted. The “‘modified- 
file” attribute of the leaf element should contain the name and relative directory path of 
the file being amended, replaced or deleted. This will allow the regulatory authority to 
accurately locate the original file and update the original file’s status. 

A sponsor may provide the eCTD as an encrypted file in accordance with the ICN M2 
Recommendation 4.1. This solution allows the eCTD to be encrypted and transferred 
over the Internet (if Internet receipt is implemented regionally) or to e GnGrypted on one 

of the approved physical media standards. The purpose of encryption is to protect the 
privacy of the ~on~dential info~ation and to insure it is only available to the authorized 
receiver. Encryption is always needed when the eCTD is sent via the Internet. 
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Enc~ptio~ is not required if the info~at~on is sent using a physical media, although 
enc~ption is an option. The sponsor will assume all liability for the media until it is 
delivered to the regulatory authority. 

The content model of the eCTD is derived from the organization of the Common 
Technical Document. The graphic representation of a portion of the content model is 
shown below. The content model is hierarchical starting at the “ectd” and going down to 
a specific item to be included in the submission. This example shows how the section 
containing technical document summaries is structured. 
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Instructions for preparing the eCTD 

PILES TO SUBMIT 

or each submission the following files are expected: 

e A valid eCTD.xml instance and the DTD. 
e alid regional XML instance and the DTD 
e e MD5 checksum fur the XML instance 
* All files containing info~ation that is part of the CTD. 

The first five files listed above feCTD.xml, the eCTD DTD, the regional XML file, the 
regional DTD and the MD5 checksum for the eCTD instance) should be submitted in the 
folder that identifies the submission sequence number. For example, for N123456 
submission 0000, the files should be in Nf23456\0000. 

eCTD DTD, as distributed by the ICI-I, contains the version number 
lename should not be changed and the file should be included in the 

submission. The DOCTYPE tag should include the filename of the DTD file: 

<!DOCTYPE ectd:ectd SYSTEM “ectd ~09 1 .dtd’“> - 

s shown in sample code fragment below, the eCTD.xml file should identify the regional 
XML file as a leaf in the element <ml- administrative”info~ation-and-pres~ribing- 
info~ation>- 

<ml -administ-rative-information-and-prescribing-information> 
<leaf operation = “new” xlink:type = “simple” xlink:href = 

“f da-regiona1_0000.xml”> 
<title>FDA regional 00Q0~/title~ 

K/leaf, 
</ml -administrative-information-and-prescribing-infomation> 

e eCTD consists of 6 primary sub modules: 

0 m 1 -administrative-infomation-and-prescribing-info~ation 

e m2~~ommon-tec~ical-document-summaries 

* m3-quality 

* m4-nonclinical-s~dy-repo~s 

* m5-clinical-s~dy-repo~s 

* Appendix 
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of the first 5 sub modules is further decomposed into b-elements, each with a 
distinct <tag> that represents a CTD table of contents location. Complete the steps as 
shown in the following example alf files being submitted for modules ml through m5: 

1. Select a tag element that best corresponds to the CTD table of contents location for a 
document or file being submitted, For example, select the tag <r&-4-2- 
pharmacology> to submit documents related to CTD to the overview of noncfinical 
summaries of pharmacology. 

2. Create a child <leaf, element underneath the <m2-4-2-pharmacology> tag. Xf more 
than one file belongs at this level, you may create more than one <leafi element 
under the tag. 

3, Provide the relative location and file name of the actual IFile con ining the overview 
of nonclinical summarys of pharmacology in the “xfink:href” attribute for the <leaf, 
element. 

. Provide a descriptive title for the fife that contains the overview of nonclinical 
summarys of pharmacology in the <title> element of the <leaf% 

5. Provide information for the appropriate attributes of the <leaf, element as described 
in Table f f -2. 

The following table describes each of these elements and attributes in ther detail, 

Element 

einy table of 
contents tag 
uch as <m2-4- 
b r” 
Fharmacology> 

Attribute 

Table 11-2 
DescriptionCtnst~uctZans 

- A table of contents tag represents a 
grouping of one or more files 
related to a specific section of the 
Common Technical Document. 

. One or more child <leaf> elements 
may be declared for a parent table 
of contents tag. 

I A table of contents tag may be 
extended by providing a <node- 
extension> element under the table 
of contents tag. This is useful 
when information is being 
submitted that is more specific 
than specified by eurrent tag 
names. However, you should only 
create a node extension at the 
lowest fevel of the existing table of 
contents. See the section 
“‘Instructions for extending eCTD 
tag elements” in this appendix. 

4 unique identifier for this location 
n the XML instance. 
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EIement 

:leaf> 

Attribute 

application- 
tiersion 

Font-library 

nrdfl- 
checksum 

nodified-fife 

Jperation 

Jersion 

The primary language used by the 
files in this entire section of the 
submission. Use ISO- 9 standard 
language abbreviations 
I An leaf corresponds to a file. 
- One or more child leaf elements 

may be submitted for a parent table 
of contents tats. 

The version of the software 
application that was used to create 
this file. 

The commercial name of the font or 
font library needed to properly view 

submitted. 

The name of the file to be modified 
as indicated in the “operation” 
attribute. This file name should 
include the relative path to the file. 
If no file is being modified, then do 
not supply the “modified-file” 
attribute, 
Indicates the operation to be 
performed on the “modified-file”. 
Select one of the following valid 
values: 

new 

new = the submitted file is new and 
there is no previously submitted file 
to perform an operation on. 
append = the new file has additional 
information that is to be reviewed 
with the previously submitted file. 
replace = the new file replaces the a 
previously submitted file. 
delete = indicates previously 
submitted file should no longer be 
used when reviewing the submission. 

The file submittor’s internal version 
number or version identification for 
the report. 
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Attrfbute 

xlirkactuate 

xlirkhref 

xlirkrote 

xlink: show 

Not Currentlv Used I 

Provide the pointer to the actual file. module-2\cl~~~ca~-summa~\sum 
Use the relative path to the fife and ma~in~odu~tion.P~~ 
the file name. 

Not Currently Used I 
Not Currentfv Used. 

Fixed value of “simple”“. I simple 

Provide a description of the file being study report 1234 
submitted. 

Unique identifier for this location in 
the XML instance 

The following XML fragment demonstrates the submission of a clinicaf overview of 
efficacy as a single PDF document. 

<?xml version = ” 1 .O” encoding = “UTF-8”?> 
GXXTYPE ectd:ectd SYSTEM “e&d-vQ91 ,dtd”> 
<eetd:ectd xmIns:ectd = “httP://w~.ieh.org/ectd’” xmlns:xlink = ~‘http:~fwww.w3c.o~g/l999fxiink~’~ 

<m2-~ommon-techn~~a~-do~ument-su~aries> 
<m2-S-clinical-overview> 

<m2-S-4-overview-of-efficacy xml:lang = “en”> 
<leaf operation = “new” xlink:type = “simple” mdS-checksum = 

‘~e854d3~~2c~2a~lfe~~be926fdg~b~~~” 
xlinkzhref= “moduIe_;?\clinical_summary\ef~cacy_overview.pdf’ 
application-version = “Acrobat 5”> 

<title>Overview of efficacy<ltitle> 
</lea@ 

+n2-5-4-overview-of-efficacy> 
</m2-5-clinical-overview> 

~/~-common-te~hn~~a~-document-summa~es~ 
</ectd:ectd> 

This submission includes the file “efficacy-overview.pdf” in the relative directory 
“module-2\c~~nical-su~a~” (i.e. the one starting below the Dossier number arrd 
submission sequence directories). The file is “new’” and has a descriptive name of 
“Overview of efficacy” 

The regional review application will treat this as a new submission to be associated with 
the submission identified in CTD module 1, which is region specific. 

this is the first submission for Dossier Nf23456, all the files in this submission are in 
the 1\$123456\0000 directory or folder and below, 
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n the previous example, an efficacy overview was submitted. In this example, it is 
replaced by an updated version. 

To replace a file, add the replacement fife <leaf, element under the same tag element as 
the original Gle. If this is the second submission for Dossier N123456, all the files in 
submission are in the N123456\000 3 directory or fofder and below. 

-Gxml version = ” I .O” encoding = ‘“UTF-8”?> 
<!DOCTYPE ectd:ectd SYSTEM ““e&d-v091 .dtd”> 
<ectd:ectd xmlns:ectd = “http:Ilwww.ich,org/ectd” xmlns:xlink = “http://www.w3e.org/~ 999/xlink”> 

<m2-common-technical-document-su~aries> 

<m2-5-clinicaf-overview> 
<m2-5-cl-overview-of-efficacy xmhlang = “en”> 

<leaf operation = “replace” 
xIink:type = “simple” mdS-checksum = 
“e854d3002c02a6 I feScbe926fd97340 1” 
xlink:href = ~‘modu~e2\eIi~icaI-summa~\ef~~a~y-ove~iew v2.pdf 
application-version = “Acrobat 5” 
modified-file = ““0000\module2\clinica~-summary\efficacy_oiew.pdr’> 

<title>Overview of efficacy-+title~ 
</leaf, 

</m2-5-4-overview-of-efficacy> 
</m2-S-clinical-overview> 

</m2-~ommon-technica~-document-s~m~ies~ 
</e&d: e&d> 

Multiple therapeutic indications use an additional attribute associated with the ~L!-7-3- 
summa~-of-clinical-ef~cacy> and the <m5-3-5-reports-of-efkacy-and-safety-studies> 
elements to allow multiple indications to be submitted. The followif-rg table shows the 
use of these attributes. 

safetv-studies> 

Note that the indication attribute is used by the regulatory or&y to apply to all the 
table of contents tags beneath the <m2-7-3-summary-of-clinical-efficacy> and <m5-3-5- 

’ Note that these XML examples are examples only and do not necessarily contain all of the elements and 
tributes that you should use when preparing an eCTD submission. 
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repels-or-efficacy-and-safety-studies> tags. This is an example of the a section of the 
instance showing the submission of information about two indications: 

<?xml version = ” 1 .U” encoding = “UTF-8”?> 
-X IDOCTYPE ectkectd SYSTEM “ectd ~09 1 .dtd”> 
<ectd:ectd xmlns:ectd = “http://www.ich.cg/e~t~ xn&s:xlink = “htt~://~w.w3~.org/~ 999/xlink”> 

<m2-common”tec~nica~-document-summar~es~ 
<rnZ-74inicaLsummary> 

cm2-7-3-summary-of-clinicaI-efficacy indication = “pain”> 
<leaf operation = “new”’ xlink:type = “simple” xlink:href= 

‘imodu~e-2\s~mma~-~~in-ef~~acy\~ain-eff-sum.~df ‘z 
-4itWpain efficacy summary4title> 

</leaf> 
4m2-7-3-summary-of-clinical-efficacy> 
<m2-7-3-summary-of-clinical-efficacy indication = “nausea”> 

4eaf operation = “new”’ xlink: type = “simple” xlink: href = 
“module_2\summary_clin_ef~cacy~ausea-eff-sum.pd~‘~ 

<tititle>nausea efficacy summar@itle> 
</leaf> 

</m2-7-3-sumrna~~~f-~~ini~a~-ef~ca~y> 
4m2-7-clinical-summary> 

~/m2-commou-t~hu~~a~-docume~t-summar~es> 
<rnS-cIinical-shrdy-repo~s~ 

<m5-3-clinical-study-reports> 
<m5-3-5-reports-of-efficacy-and-safety-studies indication = “pain”‘> 

<leaf operation = “new” xIink:type = “simple” xlink:href = 
“module_S\clinical_studyreports\efficacy_safety_pain\pain_srL .pdf”> 

ctitbpain study report l</title> 
4leab 

-+‘m5-3-5-reports-of-efficacy-and-safety-studies> 
-+n5-3-5-repclrts-of-efficacy-and-safety-studies indication = “nausea”> 

<leaf operation = “new” xlink: type = “simple” xlink:href = 
“module_5\clinical_study_reports\efficacy_safety_nausea\nausea_sr15.pdf’~ 

<title>nausea study repart 1 SC/title> 
-4 lea@ 

+‘m5-3-5-reportss-of-efficacy-and-safety-studies> 
4m5-3-clinical-study-reports> 

4m5-clinical-study-reports> 
</ectd:ectd> 

ultiple drug substances use additional attributes associated wi the <m3 -Z-s-drug- 
substance> element to allow unique combinations of the drug substance name and 
rna~ufa~~rer to be submitted. The fallowing table shows the use of these attributes. 

Table Xl-4 
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This is an example of the a section of the instance showing e submission of ~nfo~atiun 
about two drug substances, one of which is supplied by two manufacturers: 

<m3-2-body-of-data> 
<m3-2-s-drug-substance substance = “acetaminophen” ma~ufac~rer = “my suppIier”> 

<leaf operation = “new” xlinktype = “simple” xlink:href = 
‘“module 3\body_ofdata\drug_substauce_acetaminopben2\acet~i~opheuMS.pd~’~ 

-6le~acetominophen / my suppier data</title> 
</leaf> 

4m3-2-s-drug-substance> 
<m3-2-s-drug-substance substance = “aoetaminophen” manufacturer = “bulk company 2’5 

<leaf operation = “new” xlinktype = “simple” xlink:href = 
“module~3\body_of_data\dmg_substance_acetaminophen2\acem~nophen2.pdf’> 

%tle>acetaminophen / company 2 data+‘title> 
-4eaP 

4m3-2-s-drug-substance> 
<m3-2-s-drug-substance substance = “codeine” manufacturer = “drug company 2’5 

<leaf operation = “new” xl&type = “simple” xlinkzhref = 
“module 3\body_of_data\~g_substance_codeine\codeine_quaIity_data.pdf”> 

-&e%odeine data4titW 
-4leaD 

</m3-2-s-drug-substance> 
g/m3 -2-body-of-data> 

Multiple drug products use additional attributes associated with the < m3-Z-p-drug- 
producp element to allow unique combinations of the drug product name and dosage 
form to be submitted. The following table shows the use of these attributes. 

Table If-5 

This is an example of a section of the instance showing the submission of ~fo~atio~ 
about two drug products: 

<m3-2-body-of-data> 
<m3-2-p-drug-product product-name = “wonder drug” dosageform = “capsules”> 

<leaf operation = “new” xlink:type = “simple” xlink:href = 
“module_3\body_ofldata\d~gqroduct-wonder_dru\specifications I .pdf”> 

<trtle>wonder drug capsule product ~nfo~ation</t~t~e~ 
4eaD 

+‘m3-2-p-drug-product> 
<m3-2-p-drug-product product-name = “wonder drug” dosageform = “tablets”> 

<leaf operation = “new” xhnk:type = “simple” xhnkhref = 
“module_3\body_of_data\d~g-~roduct-wonder-d~g\spec~ftcations2.pdf’~ 
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<title>wonder drug tablet product data</title> 
4leaD 

</m3-2-p-dmg-product> 

-4m3-2-body-of-data> 

An applicant can extend the definition of an eCTD tag element by creating node 
extensions beneath a defined table of contents tag. The child element <node-extension> 
is required for each new table of contents node created. The <title> element value 
extends from the original eCTD tag name. You should follow the following principles 
when using <node-extension>: 

1. Only extend the lowest level of defined eCTD tag names. For example you may 
extend the <m2-3-r-regional-information> tag but not the <m2-3-quality-overall- 
summary> tag since the latter is not the lowest tag defmed in the table of contents. 

2. Do not extend the eCTD tag name more than one level. For example, you should 
not extend <node-extension> <title>special-fda-summary<ltitle> </node- 
extension> with another <node-extension>. 

The following is an example of a section of the eCTD instance in which an applicant 
extends the <m2-3-r-regional-information> to provide specific regional information as 
requested by a regulatory authority. Alternatively, the regional information could have 
been provided as a <leaf> element under the <m2-3-r-regional-information> tag without 

e use of a ‘“node extension”. 

<m2-co~on-tec~~~cal-doc~e~t-s~mmaries> 
<m2-3-quality-overalLsummary> 

<m2-3-r-regional-information> 
<node-extension> 

<title>special-fda-summary<i/title> 
<leaf operation = “new” xlink: type = “simple” xlinkhref = 

‘“module_2\quality_overall_sumrnary\Jegio~a~\fda\fda-extra-qual~~-sum.pdf”> 
<title>regionat quality summary required by the FDA-+title> 

</leaf> 
</node-extension> 

</m2-3-r-regional-information> 
4m2-3-quality-overall-summary> 

~/m2-c~mmon-tec~n~c~~-d~cument-summaries~ 

ate a file that has been submitted as an extended node, submit the replacement file 
using exactly the same eCTD tag and “node extension” information, in&ding the <title> 
element for the <node-extension>. This makes it possible fur the re latory au&o&y to 
locate the original file and update its status. 
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Appendix 12 Specification for PDF 

~NT~~~~~T~~N 
his appendix describes the way in which PDF files should be constructed for inclusion 

in the eCTD. PDF is an open, published format created by Adobe Systems In~o~orated 
~h~://www.adobe.~om~. It is not necessary to use a product from Adobe or from any 
specific company to produce PDF documents. PDF is accepted as a standard for specific 
documents defined within Appendices x to x of this specification. The following 
recommendations will support the creation of PDF files that Agencies can review 
effectively. For any specification of Japanese version of PDF, please refer to the regional 
guidance. 

Agencies should be able to read all PDF files with version 4.0 of the Acrobat Reader with 
the search plug-in. Agencies should not need any additional sofmare to read and 
navigate the PDF files. I-Iowever, review will be facilitated through use of Acrobat 
Exchange version 4.6 since significantly more functionality is available in this product 
than with Acrobat Reader. 

WESTERN CHARACTER SET 

PDF viewirzg software automatically substitutes a font to display text if the font used to 
create the text is unavailable on the reviewer’s computer. Font substitution can affect a 

ocument’s appearance and structure, and in some cases, it can affect the info~ation 
conveyed by a document. Agencies cannot guarantee the availab~li~ of any fonts except 

ose supported in the Acrobat product set itself that are Times New Roman, Aria1 and 
ourier. Therefore, all additional fonts used in the PDF files need to be embedded to 

ensure that those fonts will always be available to the reviewer. When embedding fonts, 
all characters for the font should be embedded, not just a subset of the fonts being used in 

One problem associated with embedding fonts is that embedding requires additional 
computer storage space. Three techniques to help limit the storage space taken by 
embedding fonts include: 

a Limiting the number of fonts used in each document 

* Using only True Type or Adobe Type 1 fonts 

* Avoiding customised fonts 

Resizing a document because the contents are too small to read is inef~cie~t. Times New 
Roman, 12-point font, the font used for this document is adequate in size for reading 
narrative text and should be used whenever possible. It is sometimes tempting to use 
fonts which are smaller than 12 point in tables and charts but this should be avoided 
whenever possible. FVheB choosing a point size for tables, a balance should be made 
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between providing sufficient ~nfo~at~on on a single page that may facilitate data 
comparisons for the reviewer while still achieving a point size that remains legible. The 
corollary of this is that in making point size larger, more tables may be necessaq which 
may complicate data comparisons for a reviewer since data may now be included in 

arate tables. Generally, point sizes 9-10 are acceptable in tables but smaller 
sizes should be avoided. 

The use of a black font colour is recommended. Blue font may be used for hypertext 
finks. If a font colour other than black is used, avoid light colours that do not print well 
on greyscale printers. Colour reproduction can be tested prior to submission by printing 
sample pages from the document using a greyscale printer. T e use of background 
shadowing should be avoided. 

Pages should be properly oriented so that all portrait pages are presented in portrait and 
all landscape pages are presented in landscape. To achieve this, the page orientation of 
landscape pages should be set to landscape prior to saving the PDF document in final 
form. 

The print area for pages should fit on a sheet of A4 or Letter paper. Overall margins 
should be sufficient and specificalfy, for pages in portrait orientations a sufficient margin 
(at least 2&m) on the left side should be provided in order to avoid obscuring 

e reviewer subsequently prints and binds the ages for temporary use. 
For pages m landscape orientation (typically tables and publi~ations~ smaller margins are 
allowable (at least 2.&m at the top and O.&m left and right) so as to allow more 
information, displayed legibly, on the page (see Section 3, Fonts). It is acceptable that 
header and footer information appears within these margins but not so close to the page 
edge that it may risk being lost upon printmg. 

PDF documents produced by scanning paper documents are usually inferior to those 
produced from an efectronic source document. Scanned documents are more difficult to 
read and do not allow reviewers to search or copy and paste text for editing. They should 
be avoided where possible. 

~et~~~s for Creating PDF Documerzts and Imqges 
The method used for creating PDF documents should produce the best replication of a 
paper document. To ensure that the paper and PDF version of the document are the same 
the document must be printed from the PDF version. 

o~ume~ts that are available only in paper should be scanned at resolutions that will 
ensure the pages are legible both on the computer screen and when printed. At the same 
time, it is necessary to limit the file size. Xt is recommended at scanning is undertaken 
at a resolution of 300 dots per inch (dpi) to balance legibility and file size. The use of 

Page 12-2 



greyscale or colour is discouraged because of file size, After scanning, avoid resampling 
to a lower resolution. 
When creating PDF files containing images, the images should not be resampled. 
Resampling does not preserve all of the pixels in the original‘ For PDF images, use one 
of the following lossless compression techniques: 

* For lossless compression of colour and greyscale images, use Z late (one 
technique with two names). This is specified in Internet RFC 1 and RFC 1951 
(http://info.intemet.isi.edulin-not~s/rfc/~les/rf~I 9SO.txt). 

0 For lossless compression of black and white images, use the CC TT Group 4 Fax 
compression technique. It is specified as CCITT recommendations T.6 (1988) - 
Facsimite coding schemes and euding corntrul jimctiuns fur GP-oup 4 facsimik 
apparatus. 

Paper documents containing hand-written notes should be scanned at 300 dpi. Hand- 
written notes should be done in black ink for clarity. 
For photographs, the image should be obtained with a resolution of 600 dpi. If black and 
white photos are submitted, 8-bit grey scale images should be consi 

otos are submitted, 24-b& RGB images should be considered. A captured image 
uld not be subjected to non-uniform sealing (i.e., sizing). 

Gels and karyotypes should be scanned directly, rather than from photographs. Scanning 
should be at 600 dpi and 8-bit greyscale depth. 

lotter output graphics should be scanned or captured digitally at 300 dpi. 
High-pressure liquid chromatography or similar images should be scanned at 300 dpi. 
Applicants should validate the quality of the renditions with respect to the ability to 
handle satisfactorily and reliably the font sets of the European Union. 

Hypertext Lirtli-ing and Bookmarks 
Nypertext links and bookmarks are techniques used to improve n 
documents. Hypertext links can be designated by rectangles usin 
text. 

rough PDF 
or by blue 

o~uments with a table of contents, provide bookmarks for each item 
e of contents including all tables, figures, publications, other references, 
These bookmarks are essential for the efGcient navigation through 

documents. In general, including a bookmark to the main table of contents for a 
submission or item is helpful. The bookmark hierarchy shou be made identical to the 
table of contents with no additional bookmark levels beyond use present in the table of 
contents. 

ditional level increases the need for space to read the boo~arks. The use of no 
an 4 levels in the hierarchy is recommended. 

Hypertext links throughout the body of the document to supporting aMutations, related 
sections, references, appendices, tables, or figures that are not locate 0x1 the Same page 
are helptil and improve navigation efficiency. Relative paths must be used when 

Page 12-3 



creating hypertext links to minimise e loss of hyperlink fun~tionali~ when folders are 
moved between disk drives. Absolute links that reference specific 
directories will no longer work once the submission is loaded onto 
servers. 

When creating bookmarks and hyperlinks, the magni~~atio~ setting Inherit ZOOBZ should 
be used so that the destination page displays at the same magni~Gation level that the 
reviewer is using for the rest of the document. 

If a submission includes more than one document, no additional volume or page 
ering is necessary. Only page numbers for individual documents are needed. 
sier to navigate through an electronic document if the page numbers for the 

ocument and the PDF file are the same. To accomplish this, the initial page of the paper 
ocument should be numbered page 1, with no use of Roman numerals or u~umbered 
ages in the document. If this is not dune, Acrobat Reader would include such numbering 

within its page count and thus put the Acrobat numbering out of synchrony with the 
internal document page numbers. 

Two exceptions to this rule may occur, details of which can be found in the guidances for 
the modules oft 

a Firstly, where a document is split because of its size (eg. >50MB), under which 
circumstances the second or subsequent file would be numbered consecutively to 
that of the first or preceding file. 

* Secondly, where several small documents with their own internal page numbering 
have been brought together into a single file, under which circumstances it is not 
necessary to provide additional page numbering but the start of each sub- 
document should be bookmarked. 

Document information fields are used to search for individual documents and to identify 
the document when found. Recommendations for the document info~atio~ fields will 
be provided in the guidance for the specific submission type. 

e open dialog box sets the document view when the file is opened. The initial view of 
the PDF files should be set as Bookmark and Page. If there are no bookmarks, the initial 
view as Page only should be set. The ~ag~z~~a~iu~ and page Layout should be set as 
default. 

N~~~~g PDF Files 
Recommended names for folders and selected files will be provided in individual 
guidances for the modules. 
When a file name is not specified, file names up to 256 characters in length with a 
3-character extension can be used. The use of punctuation, spaces and other 
non-alphanumeric symbols in file names can be used, if necessary. 
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No security settings or password protection for PDF files should be included. Security 
fields should be set to allow printing, changes to the document, selecting text and 
graphics, and adding or changing notes and form fields. 

Full text indices may be used to help find specific documents and/or search for text 
within doouments. When a document or group of documents is indexed, all words and 
numbers in the file and all info~at~on stored in the Document ~nfo~atio~ fields are 
stored in special index files that are ~ctionally accessible using the search tools 
available in Acrobat. Portions of a doeument that are imaged are not indexed. Even if 
the document only contains images, the text in the Document Information fields of the 
file will be indexed. 

These full text indices should not be confused with a table of contents. Adobe Acrobat 
Catalog is one example of a tool that can be used to index PDF documents. Indices 
should not require extensions or additions to off-the-shelf Acrobat programs. 

With many submissions, the table of contents file for a section should be associated with 
the corresponding full text index file. TO associate means that once the table of contents 
file is opened, the index file is automatically added to the available index list and is ready 
to be used. 

Further recommendations for fkll text indexes will he provided in guidances for the 
modules I 

It is acceptable to use plug-ins to assist in the creation of a submission. However, the 
review of the submission should not require the use of any plug ins, in addition to those 
provided with Acrobat Exchange Version 4.0 because Agencies should not be required to 
archive additional plug-in fkrctionality. 
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A~~e~~ix 13 Specification for XML Files 

L was developed by a working group at the World Wide Web nsortium (W3C). It 
onproprietary language developed to improve on previous m 

including standard generalized markup language (~GML~ and hypertext markup 
language (HTML). 

I~fo~atio~ in an XML file is divided into specific pieces. These pieces are called objects 
or element types. The element type identifies the piece of info~ation. For example, the 
name of the company submitting a marketing application in eCTD format for review is 
identi~~d with the element type <applicant>. All element type names are bracketed 
using the special characters <>. Inside the XML document, the element type name is 
placed just prior to the piece of information and after the info~ation. This is called 
tagging. So, in the XML file, the applicant could he tagged as follows 
<appiiGant>Woridwide Pharmaceuticals b-&S/applicant>. The / prior to 
denotes that this is the end of the information about the applicant. 

By using a hierarchical structure, XML allows you to relate two or ore elements. This is 
accomplished by nesting one element within another. 

Additional information about the element type is provided by attributes. Attributes are 
e element types and are surrounded by “ “. For example, if you wanted 

to show that the applicant name is presented in the English language, you could add this 
piece of ~fo~ation as an attribute. This could be represented in the XML file as 
<applicant XML:LANG=“EN”‘> Worldwide Pharmaceuticals Inc.</applicant>. 

XIHL files are read by a parser found in intemet browsers. Style sheets provide the 
browser with the information necessary to create tables, fonts, and colors for display. 

e specific names of the element types and attributes as well. as the valid syntax, 
structure and format for defining the XML elements are included in a file called 
document type declaration (DTD). If the XML document does not follow the DTD, then 
the file may not be able to be used properly. 

At the beginning of the XML file, The top three lines of the XML file should include the 
XML version, the style sheet type and address, and the DTD name and address. 

Additional information can be found at the W3C web site at www.w3c.orq. 
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Appendix 14 eCTD Backbone DTD 

<?xml version=' 1.0' encoding='UTF-8' ?> 

<!-- eCTD Version 0.9 --> 
<!-- ICH Tokyo Meeting: May 24, 2001 --> 
<!-- eCTD Version 0.91 --> 
<!-- June 4, 2001 --1 
<!-- changed m2-7-3 to be 0 or more instead of 0 or 1 --> 
<!ENTITY % att 'I ID ID #IMPLIED 

xml:lang CDATA #IMPLIED"> 

<!-- ------------------------------------------------------------- --> ------------------__~-----~-----------~--~~--------~-~~~~~~~~ 
<!-- Top-level. element --> 
<!-- ------------------------------------------------------~~~~~~~ ------------------------------------------------------------- --> 
<IELEMENT ectd:ectd (ml-administrative-information-and-prescribing- 
information? , m2-common-technical-document-summaries? , m3-quality? il 
m4-nonclinical-study-reports? , m5-clinical-study-reports? , appendix*)> 

<IATTLIST ectd:ectd xmlns:ectd CDATA #FIXED 'http://www.ich.org/ectd' 
xmlns:xlink CDATA #FIXED 

"http://www.w3c.org/I.999/xlink' 
xml:lang ~DATA #IMPLIED > 

<!-- ------------------------------------------------------------- ----------------____----------------------------------------- --> 
<!-- Leaf content --> 
<!-- ------------------------------~~~~---~~~~~~~~~-~~~~~~~~~-~~~~ ------------------------------------------------------------- -- > 
<!ELEMENT leaf (title , link-text?)> 

CIATTLIST leaf ID ID #IMPLIED 
application-version CDATA #IMPLIED 
version CDATA #IMPLIED 
font-library CDATA #IMPLIED 
operation (new 1 append I replace ] delete 

) #REQUIRED 
modified-file 
md5-checksum 
xlink:type 
xlink:role 
xlink:href 
xlink:show 

none ) #IMPLIED 
xlink:actuate 

n5ne ) #IMPLIED > 
<!ELEMENT title (#PCDATA)> 

CDATA #IMPLIED 
CDATA #IMPLIED 
CDATA #FIXED 'simple 
CDATA #IMPLIED 
CDATA #IMPLIED 

(new I replace 1 embed 1 other I 

(onLoad I onRequest I other 1 

<!ATTLIST title ID ID #IMPLIED > 
<!ELEMENT link-text (#PCDATA I xref)*> 

<!ATTLIST link-text ID ID #IMPLIED > 
<!ELEMENT xref EMPTY> 

<!ATTLIST xref ID ID #IMPLIED 
xlink:type CDATA #FIXED 'simple' 
xlink:role cDxm #IMPLIED 
xlink:title cDAm #REQUIRED 
xlink:href ~DATA #REQUIRED 
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#IMPLIED 

#IMPLIED > 

xlink:show (new 1 replace I embed 1 other I none ) 

xlink:actuate (onLoad I onRequest 1 other 1 none ) 

<!ELEMENT node-extension (title , (leaf I node-extension)+)> 

CIATTLIST node-extension ID ID #IMPLIED > 
<!-- ======================~~~=============~=~==~~==~~=~~~== --> 
<?-- CTD Backbone structures --> 
<?-- ---------------- ----------------========================~~~~~~===~~~=~~~~~=~~ -- > 
<!ELEMENT ml-administrative-information-and-prescribing-information 
((leaf I node-extension)*)> 

<!ATTLIST ml-administrative-information-and-prescribing-information 
%att; > 
<!ELEMENT m2-common-technical-document-summaries ((leaf / node- 
extension)* , m2-2+ntroduction? , m2-3-quality-overalI--summary? , m2-4- 
nonclinical-overview? , m2-5-clinical-overview? , m2-6-nonclinical- 
written-and-tabulated-summary? , m2-7-clinical-summary?)> 

<!ATTLIST m2-common-technical-document-summaries %att; > 
<!ELEMENT m2-2-introduction ((leaf I node-extension)*)> 

<!ATTLXST m2-2-introduction %att; > 
<!ELEMENT m2-3-quality-overall-summary ((leaf 1 node-extension)* , m2-3- 
introduction? , m2-3-s-drug-substance? , m2-3-p-drug-product? , m2-3-a- 
appendices? , m2-3-r-regional-information?)> 

<!ATTLIST m2-3-quality-overall-summary %att; > 
<iELEMENT m2-3-introduction ((leaf I node-extension)*)> 

<!ATTLZST m2-3-introduction %att; > 
<!ELEMENT m2-3-s-drug-substance ((leaf 1 node-extension)* , m2-3-s-l- 
general-information? I m2-3-s-2-manufacture? , m2-3-s-3- 
characterisation? , m2-3-s-4-control-of-drug-substance? r m2-3-s-5- 
reference-standards-or-materials? I m2-3-s-6-container-closure-system? , 
m2-3-s-7-stability?)> 

<IATTLIST m2-3-s-drug-substance %att; > 
<IELEMENT m2-3-s-l-general-information ((leaf 1 node-extension)*)> 

<!ATTLIST m2-3-s-l-general-information %att; > 
<!ELEMENT m2-3-s-2-manufacture ((leaf I node-extension)*)> 

<!ATTLIST m2-3-s-2--manufacture %att; > 
<!ELEMENT m2-3-s-3-characterisation ((leaf I node-extension)*)> 

<!ATTLIST m2-3-s-3-characterisation %att; > 
<iELEMENT m2-3-s-4-control-of-drug-substance ((leaf I node-extension)*)> 

GIATTLIST m2-3-s-4-control-of-drug-substance %att; > 
<?ELEMENT m2-3-s-5-reference-standards-or-materials ((leaf / node- 
extension)*)> 

CIATTLIST m2-3-s-5-reference-standards-or-materials %att; > 
<!ELEMENT m2-3-s-6-container-closure-system ((leaf / node-extension)*)> 
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<!ATTLIST m2-3-s-6-container-closure-system %att; 3 
<!ELEMENT m2-3-s-7-stability ((leaf I node-extension)*)> 

<!ATTLIST m2-3-s-7-stability %att; > 
<IELEMENT m2-3-p-drug-product ((leaf I node-extension)* , m2-3-p-l- 
description-and-composition-of-the-drug-product? I m2-3-p-2- 
pharmaceutical-development? , m2-3-p-3-manufacture? , m2-3-p-4-control- 
of-excipients? , m2-3-p-5-control-of-drug-product? I m2-3-p-S-reference- 
standards-or-materials? I m2-3-p-7-container-closure-system? , m2-3-p-8- 
stability?)> 

CIATTLIST m2-3-p-drug-product %att; > 
<!ELEMENT m2-3-p-l-description-and-composition-of-the-drug-product 
((leaf 1 node-extension)*)> 

<!ATTLIST m2-3-p-l-description-and-composition-of-the-drug-product 
%att; > 
<!ELEMENT m2-3-p-2-pharmaceutical-development ((leaf f node- 
extension) *) > 

<!ATTLIST m2-3-p-2-pharmaceutical-development %att; > 
<IELEMENT m2-3-p-3-manufacture ((leaf I node-extension)*)> 

<!ATTLIST m2-3-p-3-manufacture %att; > 
<!ELEMENT m2-3-p-4-control-of-excipients ((leaf I node-extension)*)> 

CIATTLIST m2-3-p-4-control-of-excipients %att; > 
<!ELEMENT m2-3-p-5-control-of-drug-product ((leaf i node-extension)*)> 

<!ATTLIST m2-3-p-5-control-of-drug-product %att; > 
CELEMENT m2-3-p-6-reference-standards-or-materials ((leaf 1 node- 
extension)*)> 

<!ATTLIST m2-3-p-6-reference-standards-or-materials %att; > 
<iELEMENT m2-3-p-7-container-closure-system ((leaf I node-extension)*)> 

<!ATTLIST m2-3-p-7-container-closure-system %att; > 
<!ELEMENT m2-3-p-S--stability ((leaf I node-extension)*)> 

<!ATTLIST m2-3-p-8-stability %att; > 
<!ELEMENT m2-3-a-appendices ((leaf I node-extension)* , m2-3-a-l- 
facilities-and-equipment? , m2-3-a-2-adventitious-agents-safety- 
evaluation? I m2-3-a-3-novel-excipients?)> 

<iELEMENT m2-3-a-l-facilities-and-equipment ((leaf [ node-extension)*)> 

<IATTLIST m2-3-a-l-facilities-and-equipment %att; > 
<!ELEMENT m2-3-a-2-adventitious-agents-safety-evaluation ((leaf 1 node- 
extension)*)> 

<?ATTLIST m2-3-a-2-adventitious-agents-safety-evaluation %att; > 
<LELEMENT m2-3-a-3-novel-excipients ((leaf 1 node-extension)*)> 

=CLATTLIST m2-3-a-3-novel-excipients %att; > 
<"ELEMENT m2-3-r-regional-information ((leaf I node-extension)*)> 

<!ATTLIST m2-3-r-regional-information %att; > 
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<!ELEMENT m2-4-nonclinical-overview ((leaf I node-extension)* , m2-4-l- 
overview-of-the-nonclinical-testing-strategy? , m2-4-2-pharmacology? , 
m2-4-3-pharmaeokinetic? , m2-4-4-toxicology? , mZ--4-5-integrated- 
overview-and-conclusion? , m2-4-6-list-of-literature-citations?)> 

<!ATTLIST m2-4-nonclinical-overview %att; > 
<!ELEMENT m2-4-l-overview-of-the-nonclinical-testing-strat~gy ((leaf 1 
node-extension)*)> 

<!ATTLIST m2-4-l-overview-of-the-nonclinical-testing-strategy %att; > 
<!ELEMEN~ m2-4-2-pharmacology ((leaf I node-extension)*)> 

<!ATTLIST m2-4-2-pharmacology %att; > 
<!ELEMENT m2-4-3-pharmacokinetic ((leaf I node-extension)*)> 

<fATTLIST m2-4-3-pharmacokinetic %att; > 
<!ELEMENT m2-4-4-toxicology ((leaf ( node-extension)*)> 

<!ATTLIST m2-4-4-toxicology %att; :, 
<!ELEMENT m2-4-5-integrated-overview-and-conclusion ((leaf / node- 
extension) *) > 

<!ATTLIST m2-4-Cintegrated-overview-and-conclusion %att; > 
<!ELEMENT m2-4-&list-of-literature-citations ((leaf I node- 
extension) ") > 

CLATTLIST mZ--4-6-list-of-literature-citations %att; > 
<!ELEMENT m2-5-clinical-overview ((leaf I node-extension)* , m2-5-l-- 
product-development-rationale? , m2-5-2-overview-of-biopharmaceutics? I 
m2-5--3-overview-of-clinical-pharmacology? , m2-5-4-overview-of-efficacy? 
I m2-5-5-overview-of-safety? , m2-5-&benefits-and-risks-conclusions? , 
m2-5-7-references?)> 

<!ATTLIST m2-5-clinical-overview %att; > 
<!ELEMENT m2-5-l-product-development-rationale ((leaf / node- 
extension)*)> 

C!ATTLIST m2-5-I-product-development-rationale %att; > 
<iELEMENT m2-5-2-overview-of-biopharmaceutics ((leaf I node- 
extension)*)> 

<!ATTLIST m2-5-2-overview-of-biopharmaceutics %att; > 
<!ELEMENT m2-5-3-overview-of-clinical-pharmacology ((leaf 1 node- 
extension)*)> 

<~ATTLIST m2-5-3-overview-of-clinical-pharmacology %att; > 
<!ELEMENT m2-5-4-overview-of-efficacy ((leaf I node-extension)*)> 

<!ATTLIST m2-5-4-overview-of-efficacy %att; > 
<IELEMENT m2-5-5-overview-of-safety ((leaf 1 node-extension)*)> 

-CIATTLIST m2-5-5--overview-of-safety %att; > 
<IELEMENT m2-5-6-benefits-and-risks-conclusions ((leaf I node- 
extension)*)> 

<IATTLIST m2-5-6-benefits-and-risks-conclusions %att; > 
<iELEMENT m2-5-7-references ((leaf I node-extension)*)> 
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<!ATTLIST m2-5-7-references %att; > 
<!ELEMENT m2-6-nonclinical-written-and-tabuiated-summary ((leaf 1 node- 
extension)* , m2-6-l-introduction? , m2-6-2-pharmacology-written- 
summary? , m2-6-3-pharmacology-tabulated-summary? I m2-6-4- 
pharmacokinetics-written-summary? , m2-6-5-pharmacokinetics-tabulated- 
summary? , m2-6-6-toxycology-written-summary? , m2-6--7-toxicology- 
tabulated-summary?)> 

<!ATTLIST m2-6-nonclinical-written-and-tabulated-summary %att; > 
<!ELEMENT m2-6-l-introduction ((leaf 1 node-extension)*)> 

CiATTLIST m2-6-l-introduction %att; > 
<!ELEMENT m2-6-2-pharmacology-written-summary ((leaf 1 node-extension)* 

m2--6-2-l-brief-summary? m2-6-2-2-primary-pharmacodynamics? i m2-6-2- 
;-secondary-pharmacodynamiks? m2-6-2-4-safety-pharmacology? , m2-6-2- 
5-pharmacodynamic-drug-interactions? , m2-6-2-6-discussion-and- 
conclusions? , m2-6-2-7-tables-and-figures?)> 

<!ATTLIST m2-6-2-pharmacology-written-summary %aCt; > 
<!ELEMENT m2-6-2-l-brief-summary ((leaf I node-extension)*)> 

<!ATTLIST m2-6-2-l-brief-summary %att; > 
<!ELEMENT m2-6-Z-2-primary-pharmacodynamics ((leaf ( node-extension)*)> 

<!ATTLIST m2-6-2-2-primary-pharmacodynamics %att; > 
<!ELEMENT m2-6-2-3-secondary-pharmacodynamics ((leaf 1 node- 
extension)*)> 

<!ATTLIST m2-6-2-3-secondary-pharmacodynamics %att; > 
<iELEMENT m2-6-2-4-safety-pharmacology ((leaf I node-extension)*)> 

<!ATTLIST m2-6-Z-4-safety-pharmacology %att; > 
<!ELEMENT m2-6-2-5-pharmacodynamic-drug-interactions ((leaf I node- 
extension)*)> 

<IATTLIST m2-6-2-5-pharmacodynamic-drug-interactions %att; > 
<!ELEMENT m2-6-2-6-discussion-and-conclusions ((leaf I node- 
extension)*)> 

<?ATTLIST m2-6-2-6-discussion-and-conclusions %att; > 
<!ELEMENT m2-6-2-7-tables-and-figures ((leaf I node-extension)*)> 

<!ATTLIST m2-6-2-7-tables-and-figures %att; > 
<!ELEMENT m2-6-3-pharmacology-tabulated-summary ((leaf 1 node- 
extension)*)> 

<!ATTLIST m2-6-3-pharmacology-tabulated-summary %att; > 
<IELEMENT m2-6-4-pharmacokinetics-written-summary ((leaf I node- 
extension)* r m2-6-4-2-methods-of-analyses? I m2-6-4-3-absorption? I m2- 
6-4-4-distribution? , m2-6-4-5-metabolism? , m2-6-4-6-excretion? , m2-6- 
4-7-pharmacokinetic-drug-interactions? , m2-6-4-8-other-pharmacokinetic- 
studies? , m2-6-4-9-discussion-and-conclusions? I m2-6-4-lo-tables-and- 
figures?)> 

<!ATTLIST m2-6-4-pharmacokinetics-written-summary %att; > 
<!ELEMENT m2-6-4-2-methods-of-analyses ((leaf 1 node-extension)*)> 



<!ATTLIST m2-6-4-2-methods-of-analyses %att; > 
<!ELEMENT m2-6-4-3-absorption ((leaf ) node-extension)*)> 

CIATTLIST m2-6-4-3-absorption %att; > 
<!ELEMENT m2-6-4-4-distribution ((leaf I node-extension)*)> 

<!ATTLIST m2-6-4-4-distribution %att; > 
<!ELEMENT m2-6-4-5-metabolism ((leaf 1 node-extension)*)> 

<!ATTLLST m2-S-4-5-metabolism %att; > 
<IELEMENT m2-Q-4-6-excretion ((leaf I node-extension)*)> 

<!ATTLIST m2-6-4-6-excretion %att; > 
<!ELEMENT m2-6-4-7-pharmacokinetic-drug-interactions ((leaf 1 node- 
extension)*)> 

<?ATTLIST m2-6-4-7-pharmacokinetic-drug-interactions %att; > 
<~~LEMENT m2-6--4-8-other-pharmacokinetic-studies ((leaf ! node- 
extension) *) > 

<IATTLIST m2-6-4-8-other-pharmacokinetic-studies %att; > 
<IELEMENT m2-6-4-9-discussion-and-conclusions ((leaf I node- 
extension)*)> 

<!ATTLIST m2-6-4-9-discussion-and-conclusions %att; > 
<!ELEMENT mZ--6-4-lo-tables-and-figures ((leaf 1 node-extension)*)> 

CIATTLIST m2-6-4-IO-tables-and-figures %att; > 
<!ELEMENT m2-6-5-pharmacokinetics-tabulated-summary ((leaf 1 node- 
extension) *) > 

<!ATTLIST mZ--6-5-pharmacokinetics-tabulated-summary %att; > 
<!ELEMENT m2-6-Q-toxycology-written-summary ((leaf I node-extension)" , 
m2-6-6-l-brief-summary? , m2-6-6-2-single-dose-toxicity? , m2-6-6-3- 
repeat-dose-toxicity? , m2-6-6-4-genotoxicity? , m2-6-6-5- 
carcinogenicity? , m2-6-6-6-reproductive-and-development-toxicity? , m2- 
6-6-7-local-tolerance? , m2-6-6-B-other-toxicity-studies? , m2-6-6-9- 
discussion-and-conclusions? , m2-6-S-lo-tables-and-figures?)> 

<IATTLEST m2-6-6-toxycology-written-summary %att; > 
<iELEMENT m2-6-6-l-brief-summary ((leaf I node-extension)*)> 

<!ATTLIST m2-6-6-l-brief-summary %att; > 
<!ELEMENT m2-6-6-2-single-dose-toxicity ((leaf I node-extension)*)> 

<!ATTLIST m2-6-6-2-single-dose-toxicity %att; > 
<iELEMENT m2-6-6-3-repeat-dose-toxicity ((leaf 1 node-extension)*)> 

<IATTLIST m2-6-6-3-repeat-dose-toxicity %att; > 
<!ELEMENT m2-6-6-4-genotoxicity ((leaf I node-extension)*)> 

<!ATTLIST m2-6-6-4-genotoxicity %att; > 
<?ELEMENT m2-6-Q-5-carcinogenicity ((leaf ] node-extension)*)> 

<!ATTLIST mZ--6-6-5-carcinogenicity %att; > 
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<!ELEMENT m2-6-6-S-reproductive-and-development-toxicity ((leaf I node- 
extension)*)> 

<!ATTLIST m2-6-6-6-reproductive-and-development-toxicity %att; > 
<!ELEMENT mZ--6-6-7-local-tolerance ((leaf I node-extension)*)> 

<!ATTLIST m2-6-6-7-local-tolerance %att; > 
<!ELEMENT m2-6-6-8-other-toxicity-studies ((leaf 1 node-extension)*)> 

<!ATTLTST m2-6-6-8-other-toxicity-studies %att; > 
<!ELEMENT m2-6-6-9-discussion-and-conclusions ((leaf 1 node- 
extension)*)> 

<!ATTLIST m2-6-6-9-discussion-and-conclusions %att; > 
<IELEMENT mZ--6-6-IO-tables-and-figures ((leaf I node-extension)*)> 

<!ATTLIST m2-6-S-X0-tables-and-figures %att; > 
<!ELEMENT m2-6-7-toxicology-tabulated-summary ((leaf I node- 
extension) *)> 

<?ATTLIST m2-6-7-toxicology-tabulated-summary %att; > 
<iELEMENT m2-7-clinical-summary ((leaf I node-extension)* , m2-7-l-- 
summary-of-biopharmaceutics-and-and-asso~iated-analyti~al-methods? , m2-7-2- 
summary-of-clinical-pharmacology-studies? , m2-7-3-summary-of-clinical- 
efficacy* , m2-7-4-summary-of-clinical-safety? , m2-7-5-references? , 
m2-7-6-synopses-of-individual-studies?)> 

CiATTLIST m2-7-clinical-summary %att; > 
<!ELEMENT m2-7-l-summary-of-biopharmaceutics-and-and-asso~iat~d-analyti~al- 
methods ((leaf I node-extension)* , m2-7-l-l-background-and-overview? , 
m2-7-1-2-summary-of-results-of-individual-studi~s? I m2-7-l--3- 
comparsion-and-analyses-of-results-across-studies? I m2-7-X-4- 
appendix?)> 

<!ATTLIST m2-7-l-summary-of-biopharmaceutics-and-and-associat~d-analytica~- 
methods %att; > 
<IELEMENT m2-7-l-l-background-and-overview ((leaf I node-extension)*)> 

<!ATTLIST m2-7-l-l-background-and-overview %att; > 
<!ELEMENT m2-7-1-2-summary-of-results-of-individual-studies ((leaf ) 
node-extension)*)> 

<!ATTLIST m2-7-l-2-summary-of-results-of-individual-studies %att; > 
<!ELEMENT m2-7-2-3-comparsion-and-analyses-of-results-across-studi~s 
((leaf i node-extension)*)> 

<!ATTLIST m2-7-2-3-comparsion-and-analyses-of-sesults-a~ross-studies 
%att; > 
<!ELEMENT m2-7-l-4-appendix ((leaf 1 node-extension)*)> 

<!ATTLIST m2-7-l-4-appendix %att; > 
<iELEMENT m2-7-2-summary-of-clinical-pharmacology-studies ((leaf 1 node- 
extension)* , m2-7-Z-l-background-and-overview? , m2-7-Z-2-summary-of- 
results-of-individual-studies? I m2-7-2-3-comparision-and-analyses-of- 
results-across-studies? , m2-7-2-4-special-studies? f m2-7-2-5- 
appendix?)> 
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<!ATTLIST m2-7-2-summary-of-clinical-pharmacology-studies %att; > 
<SELEMENT m2-7-Z-l-background-and-overview ((leaf I node-extension)*)> 

<!ATTLIST m2-7-2-l-background-and-overview %att; > 
<iELEMENT m2-7-2-2-summary-of-results-of-individua~-studies ((leaf I 
node-extension)*)> 

<IATTLIST m2-7-2-2-summary-of-results-of-individual-studies %att; > 
<!ELEMENT m2-7-2-3-comparision-and-analyses-of-results-a~ross-stud~es 
((leaf 1 node-extension)*)> 

<!ATTLIST m2-7-2-3-comparision-and-analyses-of-res-of-results-across-studies 
%att; > 
<!ELEMENT m2-7-2-4-special-studies ((leaf i node-extension)*)> 

<!ATTLIST m2-7-2-4-special-studies %att; > 
-c!ELEMENT m2-7-2-5-appendix ((leaf I node-extension)*)> 

<!ATTLIST m2-7-2-5-appendix %att; > 
~!EL~~E~T m2-7-3-summary-of-clinical-efficacy ((leaf [ node-extension)* 
I m2-7-3-l-background-and-overview-of-clini~al-eff~cacy? , m2-7-3-2- 
summary-of-results-of-individual-studies? , m2-7-3-3-comparision-and- 
analyses-of-results-across-studies? , m2-7-3-4-analyses-of-clinical- 
information-relevant-to-dosing-recommendations? , m2-7-3-5-persistence- 
of-efficacy-and-or-tolerance-effects? , m2-7-3-6-appendix?)> 

<IATTLIST m2-7-3-summary-of-clinical-efficacy %att; 
indication CDATA 

#IMPLIED > 
<!ELEMENT m2-7-3-l-background-and-overview-overv~ew-of-clini~al-eff~ca~y ((leaf I 
node-extension)*)> 

<!ATTLIST m2-7-3-l-background-and-overview-of-clinica~-eff~cacy %att; > 
<!ELEMENT m2-7-3-2-summary-of-results-of-individual-studies ((leaf I 
node-extension)*)> 

<!ATTLIST m2-7-3-2-summary-of-results-of-individual-studies %att; > 
<!ELEMENT m2-7-3-3-comparision-and-analyses-of-resu~ts-across-stud~es 
((leaf 1 node-extension)* , m2-7-3-3-l-study-populations? , m2-7-3-3-2- 
comparison-of-efficacy-results-of-all-studies? , m2-7-3-3-3-comparison- 
of-results-in-sub-populations?)> 

<!ATTLIST m2-7-3-3-comparision-and-analyses-of-res-of-resu~ts-a~ross-studi~s 
%att; > 
<iELEMENT m2-7-3-3-l-study-populations ((leaf I node-extension)*)> 

<!ATTLIST m2-7-3-3-l-study-populations %att; > 
<!ELEMENT m2-7-3-3-2-comparison-of-efficacy-results-of-a~~-stud~es 
((leaf 1 node-extension)*)> 

<!ATTLIST m2-7-3-3-2-comparison-of-efficacy-results-of-all-studies 
%att; > 
<!ELEMENT m2-7-3-3-3-comparison-of-results-in-sub-po~ulations ((leaf 1 
node-extension)*)> 

<!ATTLIST m2-7-3-3-3-comparison-of-resu3ts-in-sub-~o~ulatio~s %att; > 
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<!ELEMENT m2-7-3-4-analyses-of-clinical-information-relevant-to-dosing- 
recommendations ((leaf 1 node-extension)*)> 

<!ATTLIST m2-7-3-4-analyses-of-clinical-informatio~-re~evant-to-dosi~g- 
recommendations %att; > 
<IELEMENT m2-7-3-5-persistence-of-e5ficacy-and-or-tolerance-effects 
((leaf I node-extension)*)> 

<!ATTLIST m2-7-3-5-persistence-of-efficacy-and-or-tolerance-effects 
%att; > 
<!ELEMENT m2-7-3-6-appendix ((leaf I node-extension)*)> 

<!ATTLIST m2-7-3-6-appendix %att; > 
<IELEMENT mZ--7-4-summary-of-clinical-safety ((leaf I node-extension)* , 
m2-7-4-l-exposure-to-the-drug? , m2-7-4-2-adverse-events? , m2-7-4-3- 
clinical-laboratory-evaluations? , mZ--7-4-4-vital-signs-physical- 
findings-and-other-observations-related-to-safety~ I m2-7-4-5-safety-in- 
special-groups-and-situations? , m2-7-4-6-post-marketing-data? I m2-7-4- 
7-appendix?)> 

<!ATTLIST m2-7-4-summary-of-clinical-safety %att; > 
<iELEMENT m2-7-4-l-exposure-to-the-drug ((leaf 1 node-extension)* , m2- 
7-4-l-l-overall-safety-evaluation-plan-and-narratives-of-safety-studies? 
I m2-7-4-I--Z-overall-extent-of-exposure? , m2-7-4-l-3-demographic-and- 
other-characteristics-of-study-population?)> 

<!ATTLIST m2-7-4-l-exposure-to-the-drug %att; > 
<~ELE~ENT m2-7-4-1-1-overall-safety-evaluation-plan-and-narratives-of- 
safety-studies ((leaf 1 node-extension)*)> 

<!ATTLIST m2-7-4-1-1-overall-safety-evaluation-plan-and-narratives-o~- 
safety-studies %att; > 
<iELEMENT mZ--7-4-l-2-overall-extent-of-exposure ((leaf 1 node- 
extension)*)> 

<!ATTLIST m2-7-4-l-2-overall-extent-of-exposure %att; > 
<iELEMENT m2-7-4-1-3-demographic-and-other-charact~ristics-of-study- 
population ((leaf I node-extension)*)> 

<!ATTLIST m2-7-4-1-3-demographic-and-other-characteristics-of-study- 
population %att; > 
<!ELEMENT m2-7-4-2-adverse-events ((leaf I node-extension)* , m2-7-4-2- 
l-analysis-of-adverse-events? , m2-7-4-2-2-narratives)> 

<!ATTLIST m2-7-4-2-adverse-events %att; > 
<!ELEMENT m2-7-4-2-l-analysis-of-adverse-events ((leaf I node- 
extension)* , m2-7-4-2-l-l-common-adverse-events? , m2-7-4-2-l-2-deaths? 
, m2-7-4-Z-l-3-other-serious-adverse-events? , m2-7-4-2-l-4-other- 
significant-adverse-events? , m2-7-4-2-I-5-analysis-of-adverse-events- 
by-organ-system-or-syndrome?)> 

<!ATTLIST m2-7-4-2-l-analysis-of-adverse-events %att; > 
<!ELEMENT m2-7-4-2-l-l-common-adverse-events ((leaf I node-extension)*)> 

<!ATTLIST m2-7-4-2-l-P-common-adverse-events Batt; > 
<IELEMENT m2-7-4-2-1-2-deaths ((leaf I node-extension)*)> 
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<!ATTLIST m2-7-4-Z-l-Z-deaths %att; > 
<!ELEMENT m2-7-4-2-l-3-other-serious-adverse-events ((leaf 
extension) ") > 

I node- 

<!ATTLIST m2-9-4-2-l-3-other-serious-adverse-events %att; 
<iELEMENT m2-9-4-Z-l-4-other-significant-adverse-events (( 
extension)*)> 

> 
leaf I node- 

<!ATTLIST m2-7-4-2-l-4-other-significant-adverse-events %att; > 
<iELEMENT m2-7-4-2-1-5-analysis-of-adverse-events-by-organ-system-or- 
syndrome ((leaf I node-extension)*)> 

<?ATTLIsT m2-7-4-2-1-5-analysis-of-adverse-events-by-organ-system-or- 
syndrome %att; > 
<!ELEMENT m2-7-4-2-2-narratives ((leaf I node-extension)*)> 

CIATTLIST m2-7-4-2-2-narratives %att; > 
<!ELEMENT m2-7-4-3-clinical-laboratory-evaluations ((leaf 1 node- 
extension)*)> 

CIATTLIST m2-7-4-3-clinical-laboratory-evaluations %att; > 
~!ELE~E~T m2-7-4-4-vital-signs-physical-findings-and-other-observations- 
related-to-safety ((leaf I node-extension)*)> 

CIATTLIST m2-7-4-4-vital-signs-physical-findings-and-other-observatio~s- 
related-to-safety %att; > 
<!ELEMENT m2-7-4-5-safety-in-special-groups-and-situations ((leaf I 
node-extension)* , m2-9-4-5-l-intrinsic-factors? I m2-7-4-5-Z-extrinsic- 
factors? , m2-7-4-5-3-drug-interactions? , m2-7-4-5-4-use-in-preganancy- 
and-lactaction? , m2-9-4-5-5-overdose? I m2-7-4-5-6-drug-abuse? , m2-7- 
4-5-7-withdrawal-and-rebound? I m2-9-4-5-8-effects-on-ability-to-drive- 
or-operate-machinery-or-impairment-of-menta~-ability?)> 

<!ATTLIST m2-9-4-5-safety-in-special-groups-and-situations %att; > 
<iELEMENT m2-7-4-S-l-intrinsic-factors ((leaf 1 node-extension)*)> 

<!ATTLIST m2-7-4-5--l-intrinsic-factors %att; > 
<!ELEMENT m2-7-4-5-Z-extrinsic-factors ((leaf I node-extension)*)> 

<!ATTLIST m2-7-4-5-2-extrinsic-factors %att; > 
<iELEMENT m2-7-4-5-3-drug-interactions ((leaf 1 node-extension)*)> 

-=C!ATTLIST m2-7-4-5-3-drug-interactions %att; > 
-=C!ELEMENT m2-9-4-5-4-use-in-preganancy-and-lactaction ((leaf I node- 
extension)*)> 

<?ELEMENT m2-7-4-5-5-overdose ((leaf I node-extension)*)> 

<!ATTLIST m2-7-4-5-5-overdose %att; > 
<iELEMENT m2-7-4-5-6-drug-abuse ((leaf 1 node-extension)*)> 

<!A:TLIST m2-7-4-5-6-drug-abuse %att; > 
<!ELEMENT m2-7-4-5-7-withdrawal-and-rebound ((leaf I node-extension)*)> 

<?ATTLIST m2-7-4-5-7-withdrawal-and-rebound %att; > 
<IELEMENT m2-7-4-5-8-effects-on-ability-to-drive-or-operate-machinery- 
or-impairment-of-mental-ability ((leaf I node-extension)*)> 
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<!ATTLIST m2-7-4-5-8-effects-on-ability-to-drive-or-operate-ma~h~nery- 
or-impairment-of-mental-abjlity %att; > 
<!ELEMENT m2-3-4-6-post-marketing-data ((leaf i node-extension)*)> 

<!ATTLIST m2-7-4-6-post-marketing-data %att; > 
<!ELEMENT m2-7-4-7-appendix ((leaf / node-extension)*)> 

<!ATTLIST m2-7-4-7-appendix %att; > 
<!ELEMENT m2-7-5-references ((leaf I node-extension)*)> 

<IATTLIST m2-7-5-references %att; > 
<!ELEMENT m2-7-6-synopses-of-individual-studies ((leaf I node- 
extension)*)> 

<!ATTLIST m2-7-6-synopses-of-individual-studies %att; > 
<!ELEMENT m3-quality ((leaf I node-extension)* , m3-2-body-of-data? , 
m3-3-key-literature-references?)> 

<!ATTLIST m3-quality %att; > 
<iELEMENT m3-Z-body-of-data ((leaf I node-extension)* , m3-2-s-drug- 
substance* , m3-2-p-drug-product* , m3-Z-a-appendices? I m3-2-r- 
regional-information?)> 

<!ATTLIST m3-2-body-of-data %att; > 
<iELEMENT m3-2-s-drug-substance ((leaf I node-extension)* , m3-2-s-l- 
general-information? , m3-2-s-2-manufacture? , m3-2-s-3- 
characterisation? , m3-2-s-4-control-of-drug-substance? I m3-2-s-5- 
reference-standards-or-materials? , m3-2-s-6-container-closure-system? , 
m3-2-s-7-stability?)> 

<!ATTLTST m3-Z-s-drug-substance %att; 
substance CDATA #REQUIRED 
manufacturer CDATA #REQUIRED > 

<TELETEXT m3-2-s-l-general-information ((leaf 1 node-extension)* , m3-2- 
s-l-l-nomenclature? , m3-Z-s-l-2-structure? , m3-Z-s-l-3-general- 
properties?)> 

<!ATTLIST m3-2-s-l-general-information %att; > 
<IELEMENT m3-2-s-l-l-nomenclature ((leaf I node-extension)*)> 

<!ATTLIST m3-2-s-l-l-nomenclature %att; > 
<IELEMENT m3-2-s-l-Z-structure ((leaf 1 node-extension)*)> 

<IATTLIST m3--2-s-1-2-structure %att; > 
<!ELEMENT m3-2-s-1-3-general-properties ((leaf I node-extension)*)> 

<!ATTLIST m3-2-s-l-3--general-properties %att; > 
<!ELEMENT m3-2-s-2-manufacture ((leaf I node-extension)* , m3--2-s-2-1- 
manufacturers? , m3-2-s-2-2-description-of-manufacturing-process-and- 
process-controls? F m3-2-s-2-3-control-of-materials? , m3-2-s-2-4- 
controls-of-critical-steps-and-intermediates? , m3-2-s-2-5-process- 
validation-and-or-evaluation? , m3-2-s-2-6-manufacturing-process- 
development?)> 

<IATTLIST m3-2--s-2-manufacture %att; 
<!ELEMENT m3--2-s-2-l-manufacturers (( 

> 
leaf I node-extens ion)*)> 



<IATTLJST m3-Z-s-2-l-manufacturers %att; > 
<!ELEMENT m3-2-s-2-2-deseription-of-manufacturing-~roc~ss-and-proc~ss- 
controls ((leaf I node-extension)*)> 

<!ATTLIST m3-2-s-2-2-description-of-manufacturing-proc~ss-and-process- 
controls %att; > 
<!ELEMENT m3-2-s-2-3-control-of-materials ((leaf I node-extension)*)> 

<!ATTLIST m3-Z-s-2-3-control-of-materials %att; > 
<!ELGNENT m3-2-s-2-4-controls-of-critical-steps-and-intermediat~s ((leaf 
i node-extension)*)> 

<!ATTLIST m3-2-s-2-4-controls-of-critical-steps-and-~ntermediates %att; 
> 
<!ELEMENT m3-Z-s-Z-5-process-validation-and-or-evaluation ((leaf 1 node- 
extension) ") 3 

<!ATTLIST m3-2-s-Z-5-process-validation-and-or-evaluation %att; > 
<!ELEMENT m3-2-s-2-6-manufacturing-process-development ((leaf 1 node- 
extension)*)> 

<!ATTLIST m3-2-s-Z-6-manufacturing-process-development %att; > 
<!ELEMENT m3-2-s-3-characterisa'cion ((leaf 1 node-extension)* , m3-2-s- 
3-l-elucidation-of-structure-and-other-characteristics? , m3-2-s-3-2- 
impurities?)> 

<!ATTLIST m3-2-s-3-characterisation %att; > 
-C!ELEMENT m3-2-s-3-l-elucidation-of-structure-and-other-characteristics 
((leaf I node-extension)*)> 

<!ATTLIST m3-2-s-3-l-elucidation-of-structure-and-oth~r-characteristics 
%att; > 
<!ELEMENT m3-2-s-3-2-impurities ((leaf I node-extension)*)> 

<!ATTLIST m3-Z-s-3-2-impurities %att; > 
<!ELEMENT m3-2-s-4-control-of-drug-substance ((leaf 1 node-extension)* , 
m3-2-s-4-l-specification? , m3-2-s-4-2-analytical-procedures? , m3-2-s- 
4-3-validation-of-analytical-procedures? i m3-2-s-4-4-batch-analyses? t 
m3-2-s-4-5-justification-of-specification?)> 

<IATTLIST m3-2-s-4-control-of-drug-substance %att; > 
<!ELEMENT m3-2-s-4-l-specification ((leaf I node-extension)*)> 

<?ATTLIST m3-2-s-4-l-specification %att; > 
<!ELEMENT m3-2-s-4-2-analytical-procedures ((leaf I node-extension)*)> 

<IATTLIST m3-2-s-4-2-analytical-procedures %att; 3 
<!ELEMENT m3-2-s-4-3-validation-of-analytical-procedures ({leaf I node- 
extension)*)> 

<!ATTLIST m3-2-s-4-3-validation-of-analytical-procedures %att; > 
<!ELEMENT m3-2-s-4-4-batch-analyses ((leaf I node-extension)*)> 

<?ATTLLST m3-2-s-4-4-batch-analyses %att; > 
<IELEMENT m3-2-s-4-5-justification-of-specification ((leaf I node- 
extension)*)> 
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<IATTLIST m3-Z-s-4-5-justification-of-specification %att; > 
<!ELEMENT m3-2-s-5-reference-standards-or-materials ((leaf I node- 
extension)*)> 

<!ATTLIST m3-2-s-5-reference-standards-or-materials %att; > 
<!ELEMENT m3-2-s-6-container-closure-system ((leaf I node-extension)*)> 

<IATTLIST m3-2-s-S-container-closure-system %att; > 
<IELEMENT m3-2-s-7-stability ((leaf I node-extension)* I m3-2-s--7-1- 
stability-summary-and-conclusions? , m3-Z-s-7-2-post-approval-stability- 
protocol-and-stability-commitment? I m3-2-s-7-3-stability-data?)> 

-c!ATTLIST m3-2-s-7-stability %att; > 
<!ELEMENT m3-2-s-7-I-stability-summary-and-conclusions ((leaf 1 node- 
extension)*)> 

<!ATTLIST m3-2-s-7-l-stability-summary-and-conclusions %att; > 
<!E;LEMENT m3-2-s-7-2-post-approval-stability-protoco~-and-stability- 
commitment ((leaf I node-extension)*)> 

<!ATTLIST m3-2-s-7-2-post-approval-stability-protocol-and-stability- 
commitment %att; > 
<!ELEMENT m3-2-s-7-3-stability-data ((leaf 1 node-extension)*)> 

<!ATTLIST m3-2-s-7-3-stability-data %att; > 
<~EL~MENT m3-2-p-drug-product ((leaf I node-extension)* I m3-2-p-l-= 
description-and-composition-of-the-drug-product? , m3-2-p-2- 
pharmaceutical-development? , m3-2-p-3-manufacture? ,. m3-2-p-4-control- 
of-excipients? , m3-2-p-5-control-of-drug-product? , m3-2-p-6-reference- 
standards-or-materials? , m3-2-p-7-container-closure-system? f m3-2-p-8- 
stability?)> 

<!ATTLIST m3-Z-p-drug-product %att; 
product-name CDATA #IMPLIED 
dosageform CDATA #IMPLIED > 

<!ELEMENT m3-2-p-l-description-and-composition-of-the-drug-product 
((leaf 1 node-extension)*)> 

CIATTLIST m3-2-p-l-description-and-composition-of-the-drug-product 
%att; > 
<!ELEMENT m3-2-p-2-pharmaceutical-development ((leaf I node-extension)* 
I m3-2-p-2-l-components-of-the-drug-product? , m3-2-p-2-2-drug-product? 
I m3-2-p-2-3-manufacturing-process-development? , m3-2-p-2-4-container- 
closure-system? , m3-2-p-2-5-microbiological-attributes? , m3-2-p-2-6- 
compatibility?)> 

<!ATTLIST m3-2-p-2-pharmaceutical-development %att; > 
<!ELEMENT m3-2-p-2-l-components-of-the-drug-product ((leaf 1 node- 
extension)* , m3-2-p-2-l-l-drug-substance , m3-2-p-2-l-2-excipients)> 

<IATTLIST m3-Z-p-2-l-components-of-the-drug-product %att; > 
<!ELEMENT m3-Z-p-Z-l-l-drug-substance ((leaf I node-extension)*)> 

<!ATTLIST m3-.2-p-2-l-l-drug-substance %att; > 
<!ELEMENT m3-2-p-2-I-2-excipients ((leaf I node-extension)*)> 



<!ATTLIST m3-2-p-Z-l-2-excipients %att; > 
<IELEMENT m3-2-p-2-2-drug-product ((leaf 1 node-extension)* , m3-2-p-2- 
Z-l-formulation-development? , m3-Z-p-2-2-Z-overages? , m3-2-p-2-2-3- 
physicochemical-and-biological-properties?)> 

<!ATTLIST m3-Z-p-2-2-drug-product %att; > 
<IELEMENT m3-2-p-2-2-l-formulation-development ((leaf i node- 
extension) *) > 

<IATTLIST m3-2-p-2-2-l-formulation-development %att; > 
<!ELEMENT m3-2-p-2-2-2-overages ((leaf I node-extension)*)> 

<!ATTLIST m3-2-p-2-2-2-overages %att; > 
<!ELEMENT m3-2-p-2-2-3-physicochemical-and-biological-pro~erties ((leaf 
I node-extension)*)> 

KIATTLIST m3-2-p-2-2-3-physicochemical-and-biological-properties %att; 

<!ELEMENT m3-2-p-Z-3-manufacturing-process-development ((leaf I node- 
extension)*)> 

<!ATTLIST m3-2-p-2-3-manufacturing-process-development %att; > 
<!EISMENT m3-2-p-Z-4-container-closure-system ((leaf I node- 
extension)*)> 

<!ATTLIST m3-2-p-2-4-container-closure-system %att; > 
<!ELEMENT m3-2-p-2-5-microbiological-attributes ((leaf I node- 
extension)*)> 

<IATTLIST m3-2-p-2-5-microbiological-attributes %att; > 
C!ELEMENT m3-2-p-2-6-compatibility ((leaf i node-extension)*)> 

<!ATTLIST m3-2-p-2-6-compatibility %att; > 
<~ELEME~T m3-2-p-3-manufacture ((leaf 1 node-extension)* , m3-2-p-3-1- 
manufacturers? , m3-Z-p-3-2-batch-formula? I m3-2-p-3-3-description-of- 
manufacturing-process-and-process-controls? , m3-2-p-3-4-controls-of- 
critical-steps-and-intermediates? , m3-Z-p-3-5-process-validation-and- 
or-evaluation?)> 

<!ATTLIST m3-2-p-3-manufacture %att; > 
<!ELEMENT m3-2-p-3-l-manufacturers ((leaf 1 node-extension)*)> 

<!ATTLIST m3-2-p-3-l-manufacturers %att; > 
<!ELEMENT m3-2-p-3-2-batch-formula ((leaf i node-extension)*)> 

<!ATTLIST m3-2-p-3-2-batch-formula %att; > 
<iELEMENT m3-2-p-3-3-description-of-manufacturing-process-and-~rocess- 
controls ((leaf [ node-extension)*)> 

<!ATTLIST m3-2-p-3-3-description-of-manufacturing-~rocess-and-process- 
controls %att; > 
<!ELEMENT m3-2-p-3-4-controls-of-critical-steps-and-intermediates ((leaf 
1 node-extension)*)> 

<!ATTLIST m3-2-p-3-4-controls-of-critical-steps-and-intermediates %att; 
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<iELEMENT m3-Z-p-3-5-process-validation-and-or-evaluation ((leaf I node- 
extension) *) > 

<?ATTLIST m3-Z-p-3-5-process-validation-and-or-evaluation %att; > 
<iELEMENT m3-2-p-4-control-of-excipients ([leaf I node-extension)* , m3- 
Z-p-4-l-specifications? , m3-2-p-4-Z-analytical-procedures? , m3-2-p-4- 
3-validation-of-analytical-procedures? , m3-2-p-4-4-justification-of- 
specifications? , m3-2-p-4-5-excipients-of-human-or-animal--erigin? , m3- 
2-p-4-6-novel-excipient?)> 

<!ATTLIST m3-Z-p-4-control-of-excipients %att; > 
<!ELEMENT m3-2-p-4-l-specifications ((leaf I node-extension)*)> 

<!ATTLIST m3-2-p-4--l-specifications %att; > 
c!ELENENT m3-2-p-4-Z-analytical-procedures ((leaf 1 node-extension)*)> 

<!ATTLIST m3-2-p-4-2-analytical-procedures %att; > 
<!ELEMENT m3-2-p-4-3-validation-of-analytical-procedures ((leaf [ node- 
extension) *) > 

<!ATTLLST m3-2-p-4-3-validation-of-analytical-procedures %att; > 
<!ELEMENT m3-2-p-4-4-justification-of-specifications ((leaf I node- 
extension)*)> 

<!ATTLIST m3-2-p-4-4-justification-of-specifications %att; > 
~~~LEME~T m3-2-p-4-5-excipients-of-human-or-animal-origin ((leaf / node- 
extension)*)> 

<!ATTLIST m3-2-p-4-5-excipients-of-human-or-animal-origin %att; > 
<iELEMENT m3-2-p-4-6-novel-excipient ((leaf 1 node-extension)*)> 

<!ATTLTST m3-2-p-4-6-novel-excipient %att; > 
<!ELEMENT m3-2-p-5-control-of-drug-product ((leaf I node-extension)* I 
m3-2-p-5-l-specifications? I m3-2-p-5-2-analytical-procedures? , m3-2-p- 
5-3-validation-of-analytical-procedures? , m3-2-p-5-4-batch-analyses? , 
m3-2-p-5-5-characterisation-of-impurities? , m3-2-p-5-Q-justification- 
of-specifications?)> 

<!ATTLIST m3-2-p-5-control-of-drug-product %att; > 
<iELEMENT m3-2-p-5-l-specifications ((leaf I node-extension)*)> 

<!ATTLIST m3-2-p-5-l-specifications %att; > 
<~ELEMENT m3-2-p-5-Z-analytical-procedures ((leaf I node-extension)*)> 

<IATTLIST m3-2-p-5-Z-analytical-procedures %att; > 
<!ELEMENT m3-2-p-5-3-validation-of-analytical-procedures ((leaf 1 node- 
extension)*)> 

<!ATTLIST m3-Z-p-5-3-validation-of-analytical-procedures %att; > 
<IELEMENT m3-2-p-5-4-batch-analyses ((leaf f node-extension)*)> 

<!ATTLIST m3-2-p-5-4-batch-analyses %att; > 
<?ELEMENT m3-2-p--5-5-characterisation-of-impurities ((leaf 1 node- 
extension) ") > 

<!ATTLIST m3-2-p-5-5-eharacterisation-of-impurities %att; > 



<VEHEMENT m3-2-p-5-6-justification-of-specifications ((leaf / node- 
extension} *) > 

<!ATTLIST m3-2-p-5-6-justification-of-specifications %att; > 
<!ELEMENT m3-2-p-6-reference-standards-or-materials ((leaf I node- 
extension) ") > 

<!ATTLIST m3-2-p-6-reference-standards-or-materials %att; > 
<!ELEMENT m3-2-p-7-container-closure-system {(leaf 1 node-extension)*)> 

<!ATTLIST m3-2-p-7-container-closure-system %att; > 
<iELEMENT m3-2-p-8-stability ((leaf 1 node-extension)* , m3-2-p-8-1- 
stability-summary-and-conclusion? , m3-Z-p-8-2-post-approval-stability- 
protocol-and-stability-commitment? , m3-2-p-8-3-stability-data?)> 

<!ATTLIST m3-2-p-8-stability %att; > 
<!ELEMENT m3-2-p-8-l-stability-summary-and-conclusion ((leaf 1 node- 
extension)*)> 

<!ATTLIST m3-2-p-8-l-stability-summary-and-conclusion %att; > 
<?ELENENT m3-2-p-8-2-post-approval-stability-protocol-and-stability- 
commitment ((leaf I node-extension)*)> 

<!ATTLIST m3-2-p-8-2-post-approval-stability-protocol-and-stability- 
commitment %att; > 
<!ELEMENT m3-2-p-8-3-stability-data ((leaf I node-extension)*)> 

<!ATTLIST m3-Z-p-8-3-stability-data %att; > 
<!ELEMENT m3-2-a-appendices ((leaf I node-extension)* , m3-2-a-I- 
facilities-and-equipment? , m3-2-a-2-adventitious-agents-safety- 
evaluation? , m3-2-a-3-novel-excipients?)> 

CIATTLIST m3-2-a-appendices %att; > 
<~ELEMEN~ m3-2-a-l-facilities-and-equipment ((leaf I node-extension)*)> 

<!ATTLIST m3-2-a-l-facilities-and-equipment %att; > 
<!ELEMENT m3-2-a-2-adventitious-agents-safety-evaluation ((leaf 1 node- 
extension) *) > 

<!ATTLIST m3-Z-a-2-adventitious-agents-safety-evaluation %att; > 
<!ELEMENT m3-2-a-3-novel-excipients ((leaf I node-extension)*)> 

<!ATTLIST m3-2-a-3-novel-excipients %att; > 
<LELEMENT m3-2-r-regional-information ((leaf I node-extension)*)> 

<!ATTLIST m3-2-r-regional-information %att; > 
<!ELEMENT m3-3-key-literature-references ((leaf 1 node-extension)*)> 

<IATTLIST m3-3-key-literature-references %att; > 
<!ELEMENT m4-nonclinical-study-reports ((leaf 1 node-extension)* , m4-2- 
study-reports? , m4-3-copies-of-literature-references?)> 

<!ATTLIST m4-nonclinical-study-reports %att; > 
<!ELEMENT m4-2-study-reports ((leaf I node-extension)* , m4-Z-l- 
pharmacology? , m4-2-2-pharmacokinetics? , m4-2-3-toxicology? , m4-2-4- 
local-tolerance? , m4-2-5-other-toxicity-studies?)> 
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<SATTLIST m4-2-study-reports %att; > 
<!ELEMENT m4-2-l-pharmacology ((leaf I node-extension)* I m4-Z-l-l- 
primary-pharmacodynamic? , m4-Z-1-2-secondary-pharmacodynamic? , m4-Z-l- 
3-safety-pharmacology? , m4-2-l-4-pharmacodynamic-drug-interactions?)> 

<!ATTLIST m4-2-l-pharmacology %att; > 
<iELEMENT m4-2-l-l-primary-pharmacodynamic ((leaf ( node-extension)*)> 

<!ATTLIST m4-Z-l-I-primary-pharmacodynamic %att; > 
<!ELEMENT m4-2-l-2-secondary-pharmacodynamic ((leaf I node-extension)*)> 

<!ATTLIST m4-2-l-2-secondary-pharmacodynamic %att; > 
<iELEMENT m4-2-l-3-safety-pharmacology ((leaf I node-extension)*)> 

<!ATTLIST m4-2-l-3-safety-pharmacology %att; > 
<!ELEMENT m4-2-I-4-pharmacodynamic-drug-interactions ((leaf I node- 
extension)*)> 

<!ATTLTST m4-2-l-4-pharmacodynamic-drug-interactions %att; > 
<!ELEMENT m4-2-2-pharmacokinetics ((leaf I node-extension)* , m4-2-2-l- 
analytical-methods-and-validation-reports? , m4-2-2-2-absorption? , m4- 
Z-Z-3-distribution? , m4-2-2-4-metabolism? I m4-2-Z-5-excretion? I m4-Z- 
2-6-pharnacokinetic-drug-interactions? , m4-2-2-7-other-pharmacokinetic- 
studies?)> 

<rATTLIST m4-2-2-pharmacokinetics %att; > 
<!ELEMENT m4-2-2-l-analytical-methods-and-validation-reports ((leaf I 
node-extension)*)> 

<!ATTLIST m4-2-2-l-analytical-methods-and-validation-reports %att; > 
<!ELEMENT m4-2-2-2-absorption ((leaf I node-extension)*)> 

<!ATTLIST m4-2-2-2-absorption %att; > 
<!ELEMENT m4-2-2-3-distribution ((leaf 1 node-extension)*)> 

<!ATTLIST m4-2-2-3-distribution %att; > 
<IELEMENT m4-2-2-4-metabolism ((leaf 1 node-extension)*)> 

<!ATTLIST m4-2-2--4-metabolism %att; > 
<iELEMENT m4-2-2-5-excretion ((leaf I node-extension)*)> 

<!ATTLIST m4-2-2-5-excretion %att; > 
<IELEMENT m4-2-2-6-pharmacokinetic-drug-interactions ((leaf 1 node- 
extension) *) > 

<?ATTLIST m4-2-2-6-pharmacokinetic-drug-interactions %att; > 
<!ELEMENT m4-2-2-7-other-pharmacokinetic-studies ((leaf I node- 
extension) ") > 

<!ATTLIST m4-2-Z-7-other-pharmacokinetic-studies %att; > 
<iELEMENT m4-2-3-toxicology ((leaf I node-extension)* , m4-2-3-l-single- 
dose-toxicity? , m4-2-3-2-repeat-dose-toxicity? , m4-2-3-3-genotoxicity? 

m4-2-3-4-carcinogenicity? , m4-2-3-5-reproductive-and-developmental- 
;oxicity)> 

CIATTLIST m4-2-3-toxicology %att; > 
<iELEMENT m4-2-3-l-single-dose-toxicity ((leaf f node-extension)*)> 
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<IATTLIST m4-2--3-l-single-dose-toxicity %att; > 
<!ELEMENT m4-Z-3-2-repeat-dose-toxicity ((leaf I node-extension)*)> 

<?ATTLSST m4-2-3-2-repeat-dose-toxicity %att; > 
<!ELEMENT m4-2-3-3-genotoxicity ((leaf I node-extension)* , m4-2-3-3-l- 
in-vitro? , m4-2-3-3-2-in-viva?)> 

<!ATTLIST m4-2-3-3-genotoxicity %att; > 
<!ELEMENT m4-2-3-3-l-in-vitro ((leaf 1 node-extension)*)> 

<!ATTLIST m4-2-3-3-l-in-vitro %att; > 
<!ELEMENT m4-2-3-3-2-in-vivo ((leaf I node-extension)*)> 

<!ATTLIST m4-Z-3-3-Z-in-vivo %att; > 
<?ELEMENT m4-Z-3-4-carcinogenicity ((leaf 1 node-extension)* , m4-2-3-4- 
l-long-term-studies? I m4-2-3-4-2-short-or-medium-term-studies? , m4-2- 
3-4-3-other-studies?)> 

<!ATTLIST m4-2-3-4--carcinogenicity %att; > 
<~~LEMENT m4-2-3-4-l-long-term-studies t (leaf 1 node-extension)*)> 

<!ATTLIST m4-2-3-4-l-long-term-studies %att; > 
<IELEMENT m4-2-3-4-2-short-or-medium-term-studies ((leaf 1 node- 
extension)*)> 

-C!ATTLIST m4-2-3-4-2-short-or-medium-term-studies %att; 3 
<iELEMENT m4-2-3-4-3-other-studies ((Leaf I node-extension)*)> 

<!ATTLIST m4-2-3-4-3-other-studies %att; > 
<!ELEMENT m4-2-3-5-reproductive-and-develapmental-toxicity ((leaf 1 
node-extension)* , m4-2-3-5-1-fertility-and-earLy-embryonic-development? 

m4-2-3-5-Z-embryo-fetal-development? m4-2-3-5-3-prenatal-and- 
;jostnatal-development-including-materna~-fun~tion? t m4-2-3-5-4-studies- 
in-whieh-the-offspring-junenile-animals-are-dosed-and-or-further- 
evaluated?)> 

<!ATTLTST m4-2-3-5-reproductive-and-developmental-toxicity %att; > 
<!ELEMENT m4-2-3-5-1-fertility-and-early-embryonic-development ({leaf $ 
node-extension)*)> 

CIATTLIST m4-2-3-5-1-fertility-and-early-embryonic-deve~opment %att; > 
<!ELEMENT m4-2-3-5-Z-embryo-fetal-development ((leaf I node- 
extension)*)> 

<!ATTLIST m4-2-3-5-2-embryo-feta2-developnent %att; > 
<?ELEMENT m4-2-3-5-3-prenatal-and-postnata~-development-i~c~uding- 
maternal-function ((leaf 1 node-extension)*)> 

<!ATTLIST m4-2-3-5-3-prenatal-and-postnatal-development-inc~uding- 
maternal-function %att; > 
<IELEMENT m4-2-3-5-4-studies-in-which-the-offspring-june~i~e-animals- 
are-dosed-and-or-further-evaluated ((leaf I node-extension)*)> 

<!ATTLIST m4-2-3-5-4-studies-in-which-the-offspring-junen~le-a~ima~s- 
are-dosed-and-or-further-evaluated %att; > 
<iELEMENT m4-2-4-local-tolerance ((leaf I node-extension)*)> 
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<!ATTLIST m4-2-4-local-tolerance %att; > 
<iELEMENT m4-Z-5-other-toxicity-studies ((leaf i node-extension)* , m4- 
2-5-l-antigenicity? , m4-2-5-2-immunotoxicity? , m4-2-5-3-mechanistic- 
studies? , m4-2-5-4-dependence? I m4-2-5-5-metaboiites? , m4-Z-5-6- 
impurities? , m4-2-5-7-other?)> 

<!ATTLIST m4-2-5-other-toxicity-studies %att; > 
<!ELEMENT m4-2--5-1-antigenicity ((leaf f node-extension)*)> 

<!ATTLXST m4-2-5-l-antigenicity %att; > 
<iELEMENT m4-2-5-2-immunotoxicity ((leaf I node-extension)*)> 

<!ATTLIST m4-2-5-2-immunotoxicity %att; > 
<!~L~MENT m4-Z-5-3-mechanistic-studies ((leaf 1 node-extension)*)> 

<!ATTLLST m4-Z-5-3-mechanistic-studies %att; > 
<!ELEMENT m4-2-5-4-dependence ((leaf 1 node-extension)*)> 

C'ATTLLST m4-Z-5-4-dependence %att; > 
<IELEMENT m4-2-5-5-metabolites ((leaf ( node-extension)*)> 

CIATTLLST m4-2-5-5-metabolites %att; > 
QELEMENT m4-Z-5-6-impurities ((leaf I node-extension)*)> 

<!ATTLIST m4-2-5--6-impurities %att; > 
<!ELEMENT m4-2-5-7-other ((leaf [ node-extension)*)> 

<!ATTLLST m4-2-5-7-other %att; > 
<!ELEMENT m4-3-copies-of-literature-references ((Leaf I node- 
extension)*)> 

<!ATTLIST m4-3-copies-of-literature-references %att; > 
<!ELEMENT m5-clinical-study-reports ((leaf 1 node-extension)* I m5-2- 
tabular-listing-of-all-clinica2-studies? , m5-3-clinical-study-reports? 
, m5-4-literature-references?)> 

<!ATTLIST m5-clinical-study-reports %att; > 
<!ELEMENT m5-2-tabular-listing-of-all-clinical-studies ((leaf I node- 
extension)*)> 

<!ATTIJST m5-2-tabular-listing-of-all-clinical-studies %att; > 
<!ELEMENT m5-3-clinical-study-reports ((leaf / node-extension)* , m5-3- 
l-reports-of-biopharmaceutic-studies? , m5-3-2-seports-of-studies- 
pertinent-to-pharmacokinetics-using-human-biomateria~s? r m5-3-3- 
reports-of-human-pharmacokinetic-pk-studies? , m5-3-4-reports-of-human- 
pharmacodynamic-pd-studies? , m5-3-5-reports-of-efficacy-and-safety- 
studies* , m5-3-6-reports-of-post-marketing-experience? , m5-3-7-case- 
report-forms-and-individual-patient-listings?)> 

<!ATTLIST m5-3-clinical-study-reports %att; > 
<IELEMENT m5-3-l-reports-of-biopharmaceutic-studies ((leaf ( node- 
extension)* , m5-3-l-l-bioavaiJability-ba-study-reports? , m5-3-1-2- 
comparative-ba-and-bioeguivalence-be-study-reports? , m5-3-l-3-invitro- 
invivo-correlation-study-reports? , m5-3-1-4-reports-of-bioanaltica- 
and-analytical-methods-for-human-studies?)> 



<!ATTLIST m5-3-I-reports-of-biopharmaceutic-studies %att; > 
<?ELEMENT m5-3-l-l-bioavailability-ba-study-reports ((leaf 1 node- 
extension) *) > 

<!ATTLIST m5-3-I-I-bioavailability-ba-study-reports %att; > 
<?ELEMENT m5-3-1-2-comparative-ba-and-bioequivalenc~-b~-study-re~orts 
((leaf j node-extension)*)> 

<!ATTLIST m5-3-l-Z-comparative-ba-and-bioequivalence-be-study-re~orts 
%att; > 
CLELEMENT m5-3-1-3-invitro-invivo-correlation-study-reports ((leaf 1 
node-extension)*)> 

<!ATTLIST m5-3-l-3-invitro-invivo-correlation-study-reports %att; > 
<!ELEMENT m5-3-1-4-reports-of-bioanalytical-and-ana~ytical-methods-for- 
human-studies ((leaf 1 node-extension)*)> 

<!ATTLIST m5-3-l-4-reports-of-bioanalytical-and-analytica~-methods-for- 
human-studies %att; > 
<!F,LEMENT m5-3-2-reports-of-studies-pertinent-to-pharmacokinetics-using- 
human-biomaterials ((leaf I node-extension)* , m5-3-2-l-pfasma-protein- 
binding-study-reports? , m5-3-2-2-reports-of-hepatic-metabolism-and- 
drug-interaction-studies? , m5-3-2-3-reports-of-studies-using-other- 
human-biomaterials?)> 

<!ATTLIST m5-3-2-reports-of-studies-pertinent-to-pharmacokinetics-using- 
human-biomaterials %att; > 
<!ELEMENT m5-3-2-l-plasma-protein-binding-study-reports ((leaf I node- 
extension)*)> 

<!ATTLIST m5-3-2-l-plasma-protein-binding-study-reports %att; > 
<iELEMENT m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction- 
studies ((leaf 1 node-extension)*)> 

<!ATTLIST m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interactio~- 
studies %att; > 
-C!ELEMENT m5-3-2-3-reports-of-studies-using-other-human-biomaterials 
((leaf 1 node-extension)*)> 

<?ATTLIST m5-3-2-3-reports-of-studies-using-other-human-biomaterials 
%att; > 
<IELEMENT m5-3-3-reports-of-human-pharmacokinetic-p~-studies ((leaf I 
node-extension)* , m5-3-3-l-healthy-subject-pk-and-initial-tolerabi~ity- 
study-reports? , m5-3-3-2-patient-pk-and-initial-tolerability-study- 
reports? , m5-3-3-3-intrinsic-factor-pk-study-reports? , m5-3-3-4- 
extrinsic-factor-pk-study-reports? , m5-3-3-5-population-pk-study- 
reports?)> 

<!ATTLIST m5-3-3-reports-of-human-pharmacokinetic-pk-studies %att; > 
<iELEMENT m5-3-3-l-healthy-subject-pk-and-initial-tolerability-study- 
reports ((leaf 1 node-extension)*)> 

<!ATTLIST m5-3-3-l-healthy-subject-pk-and-initial-tolerability-study- 
reports %att; > 
CLELEMENT m5-3-3-2-patient-pk-and-initial-tolerability-study-~eports 
((leaf I node-extension)*)> 
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<?ATTLIST m5-3-3-2-patient-pk-and-initial-tolerability-study-re~orts 
%att; > 
<IELEMENT m5-3-3-3-intrinsic-factor-pk-study-reports ((leaf / node- 
extension)*)> 

<!ATTLIST m5-3-3-3-intrinsic-factor-pk-study-reports %att; > 
<!ELEMENT m5-3-3-4-extrinsic-factor-pk-study-reports ((leaf I node- 
extension)*)> 

<!ATTLIST m5-3-3-4-extrinsic-factor-pk-study-reports %att; > 
<!ELEMENT m5-3-3-5-population-pk-study-reports ((leaf I node- 
extension)*)> 

<!ATTLIST m5-3-3-5-population-pk-study-reports %att; > 
<iELEMENT m5-3-4-reports-of-human-pharmac~dynamic-pd-studies ((leaf 1 
node-extension)* , m5-3-4-l-healthy-subject-pd-and-pd-and-pk-pd-study-re~orts? 
r m5-3-4-2-patient-pd-and-pk-pd-study-reports?)> 

<!ATTLIST m5-3-4-reports-of-human-pharmacodynamic-pd-studies %att; > 
<IELEMENT m5-3-4-l-healthy-subject-pd-and-pd-and-pk-pd-study-reports ((leaf i 
node-extension)*)> 

<!ATTLIST m5-3-4-l-healthy-subject-pd-and-and-pk-pd-study-reports %att; > 
<!ELEb/lENT m5-3-4-Z-patient-pd-and-pk-pd-study-reports ((leaf I node- 
extension)*)> 

<!ATTLIST m5-3-4-Z-patient-pd-and-pk-pd-study-reports %att; > 
<!ELEMENT m5-3-5-reports-of-efficacy-and-safety-studies ((leaf I node- 
extension)* I m5-3-5-l-study-reports-of-controlled-clinica~-studies- 
pertinent-to-the-claimed-indication? I m5-3-5-2-study-reports-of- 
uncontrolled-clinical-studies? , m5-3-5-3-reports-of-analyses-of-data- 
from-more-than-one-study? , m5-3-5-4-other-study-reports?)> 

<IATTLIST m5-3-5-reports-of-efficacy-and-safety-studies %att; 
indication 

CDATA #IMPLIED > 
<!ELEMENT m5-3-5-l-study-reports-of-controlled-clinical-studies- 
pertinent-to-the-claimed-indication ((leaf I node-extension)*)> 

<!ATTLIST m5-3-5-l-study-reports-of-controlled-clinical-studies- 
pertinent-to-the-claimed-indication %att; > 
<!ELEMENT m5-3-5-2-study-reports-of-uncontrolled-clinical-studies ((leaf 
I node-extension)*)> 

<!ATTLIST m5-3-5-2-study-reports-oE-uncontrolled-clini~al-studies %att; 

<iELEMENT m5-3-5-3-reports-of-analyses-of-data-from-more-than-one-study 
((leaf I node-extension)*)> 

<!ATTLIST m5-3-5-3-reports-of-analyses-of-data-from-more-than-o~~-study 
%att; > 
<!ELEMENT m5-3-5-4-other-study-reports ((leaf 1 node-extension)*)> 

<!ATTLIST m5-3-5-4-other-study-reports %att; > 
<iELEMENT m5-3-6-reports-of-post-marketing-experience ((leaf J node- 
extension)*)> 
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<!ATTLIST m5-3-6-reports-of-post-marketing-experience %att; > 
<!ELEMENT m5-3-7-case-report-forms-and-individual-patient-listings 
((leaf I node-extension)*)> 

<!ATTLIST m5-3-7-case-report-forms-andividual-pat~e~t-~~st~~gs 
%att; > 
<!ELEMENT m5-4-literature-references ((leaf I node-extension)*)> 

<!ATTLIST m5-4-literature-references %att; > 
<!ELEMENT appendix (title , (leaf I node-extension)+)> 

<!ATTLIST appendix %att; > 
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Appendix 15 Glmsary 

The intended content of this section is the definition of terms used in the set of doc~~~~t~~~o~ 
associated with the eCTD. The initial starting point for this is the existing ESTRl Glossary 
which has been included. This draft identifies those terms that are expected to be irmcluded. 

A sof%ware program that performs a specific functron. 

A~~~icati~u Program Interface (API) 
A set of routines used by an application program to request or execute functions 
performed by the operating system or another application program. 

Architecture 
A general term for the design and construction of computer systems, includmg technical 
infrastructure, information (data), and applications. 

ASCII. 
Americas Standard Code for Information Interchange. A specification for representing 
text as computer-readable information. 

A security mechanism which verifies the identity of the sender of a message over a 
network. 

Browser 
A program which allows the user to read hypertext, to view contents of web pages, and to 
navigate from one page to another, e.g., Netscape Navigator, Mosaic, Microsoft Internet 
Explorer. 

CA 
Gertification Anthony. An agency which is trusted by a group of users of encryption 
technology to store and disseminate the private key of other users in the group. 

CIient 
A computer program (or process) that requests a service of another computer program (or 
process), called a server. The server program may exist on the same computer or on 
another computer on a network. 

Cl~ent~~erver computing 
A processing environment in which personal computers or other workstations, acting as 
clients, cooperate with one or more main processing units, acting as servers, to 
accomplish whatever tasks need to be done. 

Common Technicaf Document (CTD) 
Definition to be added 
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~orn~~t~ng envhnment 
The set of hardware and software that enables the end-user to access IT resources. 

The way in which a computer and its peripherals (printers, modems, etc.) are connected 
in a system, especially the firmware (refer to definition later in glossary) settings of its 
internal components such as memory size and video mode. 

Connectivity 
e factors (hardware, software, infrastructure) which facilitate 

info~ation between one or more technical environments. 

Database 
One or more large structured sets of persistent data, usually associated with software to 
update and query the data. 

Database Management System (DBMS) 
Widely used in business applications, a suite of programs which typically manage large 
structured sets of persistent data, offering query facilities to many users. 

Decryption 
To reverse encryption. 

Dedicated line 
A communications line that is used solely for computer connections; a telephone line 
leased expressly for the purpose of linking two users more-or-less permanently, generally 
to produce digital transmissions at a faster rate. If you buy an additional phone line for 
your modem, that is a dedicated line. 

DES 
Data Encryption Standard based on a symmetric algorithm. 

De facto standard 
A ‘standard” which is in such widespread use that it is accepted as a standard but which 
has not been ratified by any official standards body, such as the ISO. 

Document Type Definition. A hierarchical organization or representation of the 
information contents of a document utilized by SCML or XML. 

eCTD 
The electronic format of the ICI-I Common Tee nical Document 

E-mail 
Electronic mail; e service that allows users to compose, edit, send, read, forward, and 
store messages using mail software and word processing capability on a computer. 
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The process of reversibly confusing text or data using a secret formula. 

Electronic Standards for the Transfer of Regulatory Information. 

EWG 
Expert Working Group. 

Firmware 
Programming that is a permanent part of a computing device. 

Hardware 
The physical components of a computer system such as the system units, monitor, 
modem, printer, keyboard, and drives. 

Hardware platform 
A specific computer processing system. 

Reader 
Information placed in front of a message which ensures that the message is routed to its 
destination and that it can be opened and read by the receiving software, 

ypertext Markup Language. Commonly used to format Web pages. 

Hypertext 
A system that enables links to be established between specific words or figures in a 
document to other text, tables or image allowing quick access to the linked items (such as 
on the World Wide Web). 

Xnte~ational Conference on canonization of .Technical Requireme for Registration 

of Pharmaceuticals for Human Use, 

Inf@rmatian 
Any representation of knowledge such as facts, data, or opinions in any medium or form, 
including textual, numerical, graphic, cartographic, narrative, or audio-visual forms. 

~nf~~rnat~o~ system (IS) 
A discrete set of info~atio~ resources organized for the collection, processing, 
maintenance, transmission, and dissemination of information in accordance with defmed 
procedures. 

Infrastructure 
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The basic support services for computing; the hardware, operating system, and network 
on which applications and data are stored and on which the database management 
systems run. 

Interface 
A boundary across which two systems communicate; an info~at~on interchange path 
that allows parts of a computer, multiple computers, and external equipment to 
communicate or interact. 

Internet 
The world-wide network of computers for accessing, sending, sharing, and transferring 
i~fo~ation between sites at different locations. It is uncontrolled and unadministered, 
and when you connect to the Internet, you actually become a part of it. 

Interoperability 
The degree or extent to which diverse environments (hardware and sofmare) are able to 
exchange information without loss of content, and in a manner transparent to the user. 

Intranet 
A closed/private network which supports a distributed system and facilitates the 
distribution of information within an organization. 

International Standards Organization - founded in 
standards-setting organization. 

1946, it is the principal international 

The code to encrypt and decrypt files; most commonly as a pair called public key and 
private key. 

Legacy system 
An older computer system or application which remains in use after new versions or 
applications have been introduced, usually because it contains data on older projects for 
which it is not cost effective to transfer to the new systems or versions. 

Local Area Network (LAN) 
A data communication network which is limited to a building or a group of buildings in 
close proximity. 

migration 
The planned systematic transition from one application or system to another application 
or system. 

MIME 
ose Internet Mail Extension - this standard defines the message format for 

textual messages on the Internet. 
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M2 
~u~t~discip~ina~ Group 2 (ESTRI) of ICE-f. 

Network 
A ~ornrnun~cat~o~ system which connects different computers and enables them to share 

eripherafs such as printers, disk drives and databases. Users (clients) can access 
applications and databases connected by the network. 

ortable Document Format - a proprietary (Adobe Systems) de-facto standard for the 
electronic transfer of documents. 

ersonal Computer (PC) 
A general-purpose single-user microcomputer designed to be operated by one person at a 
time, e.g., ‘fBh/l PC, Macintosh, etc. 

Protocol 
A set of rules to which all IT companies and software products have to adhere; the 
language spoken between computers to help them exchange information. 

Server 
he central computer (main processing unit> in a network which provides some service 

for other computers connected to it. 

SGML 
Standardized Generalized Markup Language. An ISO standard for describing structured 
information in a platform independent manner. 

Software 
Computer programs or applications. There are two principle types - system software, e,g., 
computer operating system or a utility program (sometimes called a driver) for printing; 
and application software, e.g., an accounts package or CAD program. 

Software platform 
The combination of a computer hardware type and its operating system (e.g. Intel 
Pent-turn / Windows2QM.I 

Standard 
A technical specification which addresses a business requirement, has been implemented 
in viable commercial products, and, to the extent practical, complies with recognized 
standards organizations such as ISQ. 

TIFF 
Tag Image File Format - a GCITT standard for electronically storing images. 

Wide Area Network (WAN) 
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A network, usually connected in serial lines, extending over areas larger than the LAN, 
and connecting several distant locations. 

Web page 
Any page on the World Wide Web. The page usually offers the reader ability to jump to 
other topics of interest. 

World Wide Web (WWW) 
Segment of the Internet offering point and click (hypertext) access to information, as text, 
image or sound, on an enormous number of topics from around the world. 

XML 
Extensible Markup Language. An ISO standard for describing structured ~nfo~ation in a 
platform independent manner. 

Notes for appendix 13. Glossary 
The terminology will be harmonized with the rest of the document 

Backbone File 
Common Formats 
character encoding 
Checksums 
Chemical Markup Language 
CML 
content 
could 
Directory Structure 
document 
eCTD Spacename 
eCTD Style Sheets 
file 
file extension 
format 
GIF 
IMT 
Internet Media Type 
JPEC 
Leaf Filelifecyele Management 

D5 
neutral format 
Node 
Node Index 
PDF 
PNC 
presentation 
Regional Formats 
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